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m m m 

[0002] ^t>t^flS (dendritic ceU; DC) tt^tft'jfD.?^. ^jt. V^^^^^'BRrimB^iltlZ::^ 
i-^^I^g^^aa (APC) oioT'*)»). V>y<mmRXJi0V:^y<mMi^JM:<'^:^\.X 

(Steinman, R. M. 1991, Ann. Rev. Immunol. 9:271; Banchereau, J.B. ioXXJ^ 
R.M. Steinman, 1998, Nature 392:245 mWmS^n^:h^j:^WM^ti^^^i. 

. m^ms^±(o^y^u i^'7^iU'i^m^y'^v^^m.^'^s ^ti^^ti. cd4. cds t 

[0003] <t4^^flS(Djt^-f-^^{4. ^m±(Dm^ ^ji^^^m^^htch-To m^\t. rm 
s^f^^^ic^^mtawmm^mm't^:^!^ (cdso. cDsefiti ^iimi-^^^^t»t*B 

m^mm^(04l^^-t2^^:^ (IL)-12a^^(^^A{-J;5:fe^|SS'fli (Gene 
Therapy 2000; 7.2113-2121). ^XXfFss])0>KA^^<DmP^i^X^^m!^m^T 
mJI^(D^^(j Immunol. 200: 164; 161-167) J^i^•*S^^$tl/TV^5„ icfzmmf^^f^ 

mi^ML^xn^ m^mmzmmm.m^i&B^m^^-r^^tizx^x^ mmi^n-r^ 

##W:5:ifel: Steinman, R. M., 1991, Ann. Rev. Immunol. 9:271 
##^:S:M2: Banchereau, J.B. *3j;TJ? R.M. Steinman, 1998, Nature 392:245 
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[0004] :^^mi-i. m^mm^^m^^mA'r^:^W:^mmir^o •^tc^^^mit, m.m^ 

[0005] if-^m^hyt. -^-f-^^^RNA^^^/Vx^^tJ^^— tt«^^fi&^<?53t^^^AOfc 

RNA'>'</V>^-<i^^-^MNFra#it^^flai-^M$-^^/cltT*J;<.^m(««f-^tci 
oT^m-eitglffcofCo *fc. W^^^RNAe7^/V^-<j^i?— ^^t^^Sai-^^^ 
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^mmz^^mm'f-%:mAir^^tii^x^^:it7!>mm^fhti^ :^^m(D:)fm%:m 
[0006] f ^.fc:b*>;*:^§g(4. mmsim\ak^^^mx-t^iD^m\^m\.. 

UX^^. Ci] *fcf4 [2] (;i|5m<^:^ife. 

[9:\y<^^^y^-{/^:^^^^-i!>^-^>-^^^^/>P^'<^^—X:h^. [8] l^ilE^o::^^ 
[10] mS^^^lihmS^X^^^ il^^^h [9] (^V ^-f tv;5^tc|B^O:;^i!fe. 
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[11] [i]^^^)[io]ovN-m;6^iciam(^:^&f-<t?)^5t$i^/c. ^^^^—^^n-r 
[13] [ii3*fc«[i2] \zmm<ommmm:mmnm^ii^^-t^:^m:^t^. mm 

(i4];^^^Ji&tcM0^i^.^^M*3J;tJ^/*fc{i^m^i^^xm^$fe{c^tf. [13] 

[0007] m^mm-iM\'^:^&mmm^mir^tiii>. :^^m<D^m^x\)mm(D^mmm 

ceu lysate m^mmm tm-^ir^:IJ&. -<:/^^v^/wx■f-^:^&^ *5j;u^;t^^^^ 

[0008] m^mmcmB^^mAir^^^^-tvx. yy^^v^mA-r^v^y—^^. 

electroporation/iiffeSdS^ mA^^^t^^<. 0mm^t^^j:^fhX\^^^ {Cancer 
gene Ther 1997, 4. 17-25s)o mm^^^ii^^—tl^X^ &.T(DZmm(D-^^i$'—d^h 
5o 0 T'fy^^/^:^^^^— 0. Immnotherapy 2002; 25; 445-454, Gene therapy 
2000; 7; 249-254) . ii) Uh'c^^^/l^^^i^^—O. Leuko. Biol., 1999; 263-267., Br. 
J. Haematol. 2000; 108; 817-824). iii) U->^'f-^^/l^:^^^^—(J. Gene Med. 2001; 
3; 311-320, J. Immunol. Meth. 2002; 153-165, Mol. Ther., 2002; 283-290, Cancer 
Gene Therapy 2002; 9: 715-724) o 
[0009] :Ltlh<O0^. ii) (DUh^^^4/l^^^^^-iii^Mm<^^i^i^l^^^^AX^tj:\^ \ * 
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ikxmm^ntzm^ms^^nmA^^m7!)^^hi:im\^^tzit^ cd34^(o^ 

o 

[0010] iU) <DU>^^^^jV::^^^^—h. l^h^^-iJ^^^^^^—tm^s ^iJ'^— O^Al-^ 
JtMMtitr^ofc^O^^fi, postentry restriction 0. Virol.; 75; 5448-5456) 

(Drzif>mLx4¥n\^m^Hm%). -^tz. i^m!SsLi:^nm^ty^fzm^ms^^it.mA^ 

UhzationVtzmMiki^^^^tfj:^. S#l-ftlS6^J-e$>5)o ^OPp^Mf^is iS^O-^^iS' 
— eJc^S^l-J;oT:^flR$*VOOfct), SIVOJ^. helper constructldjoV^TvpxC 
proviral DHA<Dm\^^n^iS:^ir^)^^ir^t\Z.X-^X. fcSV^ft, HIVCDNA-flap 
iy— 'Jr>-^(^J^A(:iHt>proviral DNA(7)^|^^tT^{S3i-t"5)i"'5r^t;ia:oT. 
tijfe * Mm^RXf^itVfzm^mS^^(D'Mm^mA^^'^mt^j:otz (MoI. Ther. 
2002; 283-290) o bd-U. ^:^J;0«JbtjSlllS^5>^b$i^5^Sl<^^Pi'l?^^^ 

1»^^J9a<^:9-<b;65jf x5te-?-l-J:oT. mmt:^if^-^m^ 

t^^^o ^fz. mA^mf)^}'^-r—mxi-£i^^^^^h^o *^c. ^i^^-(Dm7^\t.m^m 
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[001 1] i) <DTy'y^-(/>:^{zmvxi^^ 't(DmA^m m8o%) t^itvfzm^nm 

0. Immnotherapy 2002; 25; 445-454) "Cfe^o ^hiZ^ •^'^•r:^mRNA^^/l-^tit^ 

^M<ir^MOlXit.TuTmS^<Dm^V:^y<^RJt^ (mixed lymphocyte reaction; MLR 
)^{g;T$-&5:fe^J?$lJf^ffi/5i5fe5(Gene Therapy 2000; 7; 249-254) ;i^;&S^1Mt^i 
oTV^;5(#^^:i^V^DC:T<Difc^-e)o ^fc. episome<D^^Ofc2st), CD34^i4^J5S/^ 

ifimifhfi^^i. rtv*T% :ititt>(D^w%:±xmi^m^fz.^^i?-i(>^^^-r^t 

^T-^A}*#^(cM^Pb1(D^T*^TU. 100%ifiV^^A5a^t^#5ri:;6S-^#, b 

(Dir^x(D^w^mtc\^f:L^^i^-xh^t\^^K.^, t.fc. ^^m^mm:^m^^^) 
iz:m.m-r^iz^tz.^x. ±iB(^od^e>m) (D-<i^^—x}-m^^mMz^-oxm^^ 

m>^^-5SmX\ ^5S0viability0^i^^=«^hgiJ^, $e>>'^5ex wwoX<Dl^i^mm 
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[0013] [iai]p^+iik^^^i^ltBJiS(^mi^^l!SicS5!5i-5^»t^l«aflg(D^mM^^i-IlIT-fe 

So P\'X^m%^\'Q%f:.^mmz.^—V^f)^\1f. fetCDllc-PE^-a-^^^^t/^HLA-class 
IKDR.DP.DQ) FITC^-a'^<i^^ffiV>T. CDllc:feJ;miLA-class II(DR,DP.DQ)<D 
^^trlS^Ltc (&<D-^hV^y^^) „ MtCCDl lc*3 itmLA-class I1(DR,DP.DQ) 
*f;i^tioy-h^il^b. l)^CD14-APC^'^fet^^. 2)^CDla-APC^'a-*ii#:. 
3)^CD80-biotin^'a'^^*: (22fc6^lc:;^Mx'7'hTfe^V-APC-e^fe) ^^fflLT. ^ 

33. |llfe^4'<D''Class irj*HLA-DR. DQ. DPtr^T^!g^-rS^(*:^^ffl L/c^^ 

''HLA-DR''{±HLA-DR^#M6t{c:^fi-t-S^^*:^^ffibfc^^^^i-o 
[02]SeV-GFP^^AUfcDC lC*3ttSGFP33 itJ^costimulatory molecules(D^^^ 

[lll3]th#^S5fe^^tlc^|BJ5a--.(DSeV-GFP(D^A^^^<^4^ljajja<^^i4>fb^^-rill 

[04]th*^S5l5«S2ytJ^/lS--.OSeV-GFPO^A^^^^iyt^JIS<D^mb^^i-|a 

[|II5]th^^E&5^^^iyc^JIS--OSeV-GFPO#A^^^^t>t^iiSc^?£14'fk^;^-t-|a 

[ia6]SeV-GFP^A^<^DC^(^^'fk?r^i-|a-efcSo 
[|g7]SeV-GFP^A^<OGFP|§^»^1^^i-|g-efc5o 

[ia8]fchDC---OSeV-GFP^A^A^^lC*5tt'5LPS$iJ^(^ja^^^-rill-efoSo 
[ll9]thDC--<^SeV-GFP^A^A^^{C*5it5LPSM^O^m^^i-|a-CfeSo 

[iaio]DC-^o5t^^^A{i:*5ttS'i':/=ar^-<-v^3:/^rB^(Dt^f4^m^^i-iaT- 
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Ciai3]34e^F-^A^<^costimulatory moleculesO|im^^i~0'C$>6 iLPSmWl.t(D 
[iai4]5t^^^A^Ocostmiulatory molecules<D|§^^i-|g-CfcS (LPSf!l^^<^ 
[II115]st^^#A^<^costimulatory mo\ecuies(D^^^^irMX'$>^ (LPSfiJ^ilO 

m23mrmm^tiftBi6?t'7y—^mm(omm&m^^'rmxh^o ( 
m24']YAc-i^—Viyhmm(D^'cTikmTy±'^<Df^m^^'rmxh^o 

[IE|25]TRP2^y^K+EL-4(D"Crit5c{ilT:yfe-ro^;^^^i-0-efe^o 

[0014] :^^mn. •^^•rp^mRNA^^/>::^'<-^'^-^m\^^xmB^mA-^titim^M^ 

t^:)fmxh^o ^^m^mn. -^^-r^mmA^^/v^^i^i^—dm^xm^^t^^x 
^mt^^. •t'<h^^:^xpm-r^^tfj:u:i^mm^mmz^j^it^^fz.o nhti 

I 
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^hij^xt^ m^\t)^mm.. ^a:t*^7K. mm. Mm. wmiiii^mo^m^ 

[0016] ^M^«CS^%^c:J;^9i^V^^^T♦5t^^^3^^;!)S^^S:lt^i. -^-T-^P^^RNA^^^/W;;?. 

AO^{C7j^yyi/>'/£^*<^#tiOfe5m^J^iei.M^-r^^dSfc;5o —iSX-^^^y^ 
^RNA!^7-r/^;^-<i^i?-^t#g|J;fe^^J^l^^^i:•f-;5r^/^<.^^;I«^:|^lHilg:^tf^ 

^VN#^(30:9-^T)-C^ii^^^^^-r^:ii^s-c#;rco (Sf^mtS^#;t§i:. 
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[0017] ^^^—tm^m^tcD^mi^^y^ ^x\^^ moi m]s^i^hfc^<Dm^ 

{i3-200. $^{C$f*L<(i5-100. $felC$f^U<Ji7-70-r*$>So ^^^-tm^M 

±. io5>il^±. *fc(i20^iiiiJi^M$^tvfii<. -gsix-t^i-eo^as. xm^-i- 

[0018] *fc. :^^mo>^m(D!^m(Dio\-i^ m^m^^i^B^^mA'Lfc^. ^Mm 
i^jytmij:^^$-&-c;{>^b2 0 mKJ^±. mK.m 0 r«m_t. 5 0 ^:i±. 10 0 iy._h. u 

0 30 0 !^±^ 50 0 £Jl±. $?5tC60 0 SX±iZi^f:ioX . #A^iia(-:36V nT^A 
[0019] 7lc^m^t>t5^J5St-«^6<Jt-3t^^?:^A-r^:^^fet?$>oT. ^» 

[0020] ^^^Jia (Dendritic ceU; DC) ^fi. fifel^ibt^t^l^SV ^Xm^^MM^t^). 
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[0021] *fCx 1t^*fflJ3S(i. m^^J^n^^l^. CDllc. HLA-class II (HLA-DR, -DP, ^ 
tz}t -DQ). CD40. iSXXJ^CDUt^h^^m^<0m^^fl^^vS-^—:^—<D2'^U± 

HLA-class lfiSXXfCDnc<Dm^. X^Bt.V<itCDla\ HLA-class U\ ioXXJ^ 
CDUcCDmS^X. ;ei^oT*fflJ5a-^— ;^7— (CDS). Bj^JiS-^— ;«7— (CD19. CD20). NK 
jNflflS-^— ;«7— (CD56). ^if tf ;«7— (CD15). ;«7— (CD14)^^mUT 

[0022] Sfc. joV ^Tl^4^^1!SlC}i^B;^:yt^J5a*3 JitJ^^^^SJ^bt^JiadS-^* 

. 7|5fife^1&:|^iNBII&ft. LPS (1 micro-g/ml) ?r^APU2 B PB^ig^UT^B^Sr^^L-fc 
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Gene Therapy 2000; 7; 249-254) . fe^V^^•±-<:/^K^fflV^fc#me^*ffl<!S^^^4T 
0 @^|^fiIL-2^25U/ml. $f*U<f*lOOU/ml)(0^b<{:i21 B PBl3[HlcD«t»t^l!SlC 

5:m*b<}4i4 0 p^2iei<z);^^^^jB^<Df ij^) nhfifc^-^^z^^^—m 

)^20:1. 10:1. 5:1. 2.5:1 . 0*U<{:i 100:1. 50:1. 25:1. 12.5:lX*4mmm^^m^V 

X^—^yhmS^(D^'CrMliiAX-^m\^fdh(D;m220m;XMi Arch Dermatol Res 
2000; 292; Z25-Z32)iZXK)-^mir^^t7!)^X^^o -^fc^^mm^Mm-t. »*b< 

i^(Dmmm^^ m^}t±^(DX^ izLPsmmi^ti^^Dc Kit^mMio ^^v n 

%\^mwm^^moo M.wmz.\t^ ^mm^mm-t^ lps (i micro-g/mi) ^mM^2 
0 m^m\.x^m^nm^fzm^M^<Di^m^m7^^W2^j.±. m^\.<n.nm^j^ 

tj«. mm\Mm^:^m\mm:mU't^cT>so. cd^^<d^^^±.^^-^x\^^^^ 
^ii<z>^t^^fl&ds. ^(Dm!m\^^^f^^o cm\c^^(om^umz.^\^x\%. 

[0023] f^^B^it^aiJiaj*. ntX^< CD40. CD80. CD86i3 J;OTLA-class II<^^ 

o mk.\t. CD80. CD83. joj:T/CD8675^b^ce^i^J:t)il^$t^5-^— ^St-. * 

[0024] ±M<Diio\^. ^^m^mms^m^. mn. m^^^-km^^m.x^^^, mmmmzi 
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LPS (1 micro-g/mi) ^?^*Db2 B mmmir^t. m^mm-immt^ii-^'k^\ti& 

m%:±^<DXo {-LPS (1 micro-g/nd) -e2 0 r3l*iJ^Ufc#4^*imiS<D4{ti^Jl±> 
[^-^(Dyh^^(DWL^l2,fymi>^. LPS (1 micro-g/ml) -^2 P mmW^\^fcm^nSk(D4: 

[0025] ^mm^m^(D'mmmm^^mnrr-:>xm. ±t^<D^-^-^-:}oxxf^(D 

(pl50. ^>T^V:^abph&m) -CfcSo CDllcfiCD18i:SS'^bTCDllc/CD18^'a-i*: 
-Ir^l^^b. :7^•:fVy—'^>^(D^^'^t^^^U iC3b*5j:t5lCAM-lo^^{*:a: 
;^ce5wi:;^»s^^$:^^TV^6o */c. CDllc/CDl8fM^^%§:^tfcl±^<D^^^^^c^'a- 
•r6g§#5^^i:UT##5^^i:^S^^$;fvTV^S(Knapp, W. et al., eds., 1989, 
Leucocyte Tjrping IV: White Cell Diilerentiation Antigens, Oxford University Press, 
New York; Barclay, N.A. et al., eds., 1993, The Leucocyte Antigen FactsBook, 
CDll Section, Academic Press Inc., San Diego, California, p. 124; Stacker, S.A. 
and T.A. Springer, 1991, J. Immunol. 146:648) » 
[0026] CDla(i^49 kD<D3Ky^:7'^K-Cbeta 2^^viyvi-:f}}>tW^i-^o CDlafiMHC 

class mw.tmm:^itmuvx^^. ^mmmzmm-r^t^^j^^ti^iKnapp, w. 

et al., eds., 1989, Leucocyte Typing IV: White Cell Differentiation Antigens, Oxford 
University Press, New York; Schlossman, S. et al., eds., 1995, Leucocyte Typing 
V: White Cell Differentiation Antigens. Oxford University Press, New York; Hanau, 
D. et al., 1990, J. Investigative Dermatol. 95: 503; Calabi, F. and A. Bradbury., 
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1991., Tissue Antigens 37: 1)„ 
[0027] CD14{i53-55 kDOi/y=iv^/V^>^:7T^v^/W/i^h— (GPI) T>;*/-S#0^ 

s&T% mmm^m^i^^xj^h^m(DT^^/i^y^>:^m^x-^m.-r^o cdi4(±lps 
tJkmLPsf^^m&w (LPB) <Dm^mm'r^^m^\i(Dmm^^i^tvxmm 

^ttfc (McMichael, A.J. et al., eds., 1987, Leucocyte Typing III: White Cell 
Differentiation Antigens, Oxford University Press, New York; Knapp, W. et al., 
eds., 1989, Leucocyte Typing IV: White Cell Differentiation Antigens, Oxford 
University Press, New York; Schlossman, S. et al., eds., 1995, Leucocyte Typing V: 
White Cell Differentiation Antigens. Oxford University Press, New York; Wright , 

( 

S.D. et al., 1990, Science 249: 1434) o 
[0028] CD40(*45-48 kDOlSJ^IKASS W (type I integral membrane glycoprotein) "C 
^CD40^^MJla-^—:>^7—^UTJ;<^ffl$^^TV^-5 (Schlossman, S. et al., 
eds., 1995, Leucocyte Typing V: White Cell Differentiation Antigens. Oxford 
University Press, New York; Galy, A.H.M.; and H. Spits, 1992, J. Immunol. 149: 
775; Clark, E.A. and J.A. Ledbetter, 1986, Proc. Natl. Acad. Sci. 83: 4494; Itoh, 
H. et al., 1991, Cell 66: 233; Barclay, N.A. et al., 1993, The Leucocyte Antigen 
Facts Book. , Academic Press) o 

CD80fi^60 kD<DMKiiM^Sfi-Cfet) Ig supergene family*^— M'Cfe^o CD80 
mmS^X*^m.ir^CD28i3^XJ^CD152 (CTLA-4) (D!;;«f>'Kt?fe5 (Schlossman, S. ( 
et al., eds., 1995, Leucocyte Typing V: White Cell Differentiation Antigens. Oxford 
University Press, New York; Schwarts, R.H., 1992, Cell 71: 1065; Azuma, M. et al., 
1993, J. Exp. Med. 177: 845; Koulova, L. et al., 1991, J. Exp. Med. 173: 759; 
Freeman, G.J. et al., 1998, J. Immunol. 161: 2708; Behrens, L. et al., 1998, J. 
Immunol., 161(1 1):5943; Guesdon, J.-L. et al., 1979, J. Histochem. Cytochem. 27: 
1131-1139)o 

[0029] CD83f*^45 kD<^MKaiS S MXlg superfemilyO— M"CfcSo CD83ti@^OV 
WMS^. V>y<m^(DnSMf^ (interdigitating) ^l^ibt^Jia. in vitro-C^^^-^irfc^ 
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J^JNeiS. idXXfmil^m^Mi^iZ.^m.ir^(Zho\i. L-J., and T.F. Tedder, 1995, J. 
Immunol. 154. 3821; Zhou, L-J. et al., 1992, J. Immunol. 149: 735; Summers, K.L. 
et al., 1995, Clin Exp. Immunol. 100:81; Weissman, D. et al., 1995, Proc. Natl. 
Acad. Sci USA. 92: 826; Hart, D.N.J., 1997, Blood 90: 3245) „ 

CD86 (B70/B7-2) (4*^75 kD(Dm^MmWBW^CD28^XrjCTLA-4(Df^2(DV 
:ff>^h'X*h^WM:^^!t^^i^^if^Tm(DmmWi:Kmmti:^m^W^ (Azuma M. 
et al., 1993, Nature 366: 76; Nozawa Y. et al., 1993, J. Pathology 169: 309; Engle, 
P. et al. 1994., Blood 84: 1402; Engel, P. et al., CD86 Workshop Report. In: 
Leukocyte Typing V. Schlossm«in, S.F. et al. eds., 1994, Oxford University Press; 
Yang, X.F. et al., 1994, Upregulation of CD86 antigen on TPAstimulated U937 
cells, 1994, (abstract). American Society of Hematology, Nashville, TN; Guesdon, 
J.-L.et al., 1979, J. Histochem. Cytochem. 27: 1131-1 139) » 

[0030] CCR7(4BLR-2. EBI-1 . iSXXfCMKBR7th^ittl^7mB:MMMGm Wi^^S: 
^^Tfct). CC^^:i>4yX'$>^ MIP-3beta/Exodus 3/ELC/CCL19 id^Xf 
6Ckine/Exodus 2/SLC/TCA4/CCL21 <D^^(^c-efeS (Sallusto, F. et al., 1999, 
Nature 401:708-12; Lipp, M. et al., 2000, Curr. Top. Microbiol. Immunol. 
251:173-9; Birkenbach, M.et al., 1993, J. Virol. 67:2209-20; Schweickart, V. L. et 
al., 1994, Genomics 23:643-50; Burgstahler, R. et al., 1995, Biochem. Biophys. 
Res. Commun. 215:737-43; Yoshida, R. et al., 1997, J. Biol. Chem. 272:13803-9; 
Yoshida, R. et al., 1998, J. Biol. Chem. 273:7118-22; Yoshida, R. et al., 1998, Int. 
Immunol. 10:901-10; Kim, C. H. et al., 1998, J. Immunol. 161:2580-5; Yanagihara, 
S. et al., 1998, J. Immunol. 161:3096-102)o 

[0031] HLA-class I»4DR, DP. *5j;tH>Q;iSfct). ^(0±XiZf^^'r^^m^i:r)mm^i^ 
^ttJ-f 6Cli:;5S-e#^(Pawelec, G. et al., 1985, Human Immunology 12:165; Ziegler, 
A. et al., 1986, Immunobiol. 171:77)o HLA-DRf4MHC(Dthclass II^l^Olo-C 
alphaf^ (36 kDa) tbeta1^:/^^5'^ (27 kDa) SI^Kii^S S Kt?fcSo 
07i^y/W^i^^/^J3S-e^iCDla^J!^t*l§^-t-6o CDl&}-i^WMmz^^ ^X^S^ 
0+BSi'^ffl[e:^^/ji^#j^;^fc-r (Barclay, N.A. et al., 1993, The Leucocyte 
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Antigen Facts Book. p. 376. Academic Press) » 

[0032] -^tctihsx^oym^Wimzmvxh. ±m(D-^—:ti—m.B^<7:>nmmBii'm^^ 

BD Biosciences^tCBD PharUmgen) XV K^-f-^^tt^-C^ . ^(7>P^{t|^%t*fcfi 

[0033] tfz. mikfrnJ^-^—^—i^mi^Xi-i. &.T(DKiertscherh^XX:^Oehlerib(OXm> 
#,^.(7)rfc(Kiertscher SM, Roth MD, Human CD14+ leukocytes acquire the 
phenotype and function of antigen-presenting dendritic cells when cultured in 
GM-CSF and IL-4, J. Leukoc. Biol., 1996, 59(2):208-18; Oehler, L. et al. 
Neutrophil granulocyte-committed cells can be driven to acquire dendritic cell 
characteristics.. J. Exp. Med., 1998, 187(7):1019-28)„ *fc. ^'n— Iz: 
MUTti. Okanof>. ^XXJ^Stitesh(D:SCt^^^mir^Ztt)^X^^iOiLaiio. S. et al.. 
Recombinant Sendai virus vectors for activated T lymphocytes.. Gene Ther., 2003, 
10(16): 1381-91; Stites, D. et al.. Flow cytometric analysis of lymphocyte 
phenotypes in AIDS using monoclonal antibodies and simultaneous dual 
immunofluorescence., Clin. Immunol. Immunopathol., 1986, 38:161-177) o — ^ 
— O|§^^-ov^-r^t. '^J;t}^. Isotype control antibody-e^feU/c^t;i. B^^-d^l 

[0034] m^mm^fc}t^(Dmmfm!s^(Dmmi-t:. {^j^(D:^m^mox-^tinm\:^xno^t ( 
^it. mm. j^m^it'Tb^hi^m't^^ti^x^^^ 0*L<{i. is^^ajisfi. ^^pjic 

(Dm^n^. isxm>y<^'M<Dm^^fs.ms^^ifxi>oxhii^\ 'kit.:^mMxm 
\^^hfi^m^mmn. cD3A*^^m^msk. -wu^Mm^mm. m^mm^m^fm 
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mm^ (G-csF). mn^-^i^^:7T—i^=^^^-mmm^ (gm-csf). M^K^^^n- 

-y7.-7r^^— (TNF)-alpha, IL-4. IL-13. -^^^K-^fVZ^r^^— (SCF). 

tfe'jfe(0^^trGM-CSF*5j:mL-4l;iJ:t)^^ii1»:ytJSilJIS{c^{k^iir, 
TNF-alphaT-$iJ^i-5r:^:tca:?)^femi&:ytjSBJ3^-^t5><k$iir:5;i^;5S-T?#;5„ 
[0035] It^^^Jia^Sit^^tLUi^OlfflJIS^tf m^i^d^b#t»t*fflJi^^3l^ ^i^) 

t^n^\'\ ^•ffv-^ZfWmim^i^^Z.hXz.iy)^ DC-granulocytes<^precursor(J. 
Exp. Med., 1998, 187: 1019-1028; Blood. 1996, 87: 4520-4530) •h^^.^^ivf\CB. 

[0036] ^\70it. Viim,. NK^fls, ^umii}£\z.m^Wii^w^^\^x^ ^.^^(om^^w 

t)^<ri:(cj;«9. mm^^^Wm-^^him^-x:^^, ^W^\z.\%, m^\t^ CD2. 
CD3. CDS. CD19. CD56. CD66bd^e>il^$tt^^S-^— *fc«^<7>ft7t<^M 
;^f--^tD-^(D^m/5Slow*fc{*negativeO*fflJISSr#SC:^:dS$f *UV \ J:t)»^b< ft. 
CD2. CDS. CDS. CD19. CD56. *5j;t/CD66b(D:^T;65low*fcftnegative0^ia-e 

^i-5^il&^^*■fSi:J;V^(HsuP? (1996) Nature Med. 2: 52) „ ^'.fc^S. ^^'r^ilfm^ 

fc^V^{^^K^ilJiS5^^ (MACS) <J:>fzJh\Z.yf—Xm^m\^X^. l^ilOirl^i^v-a^^ 

[0037] ^yt. ■^'f-:^^^RNAe7-r/v^^^Ai-^tulc^^J^jiatJ:J:«9#bnfc5|5mifiL^^ 
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^/v;=^-<i^^-i:=lti|^^liat<^^«4<^Bti<^2 0.30.50. WMl 0 iJArt CD14* 

^JIS^51^-r^xS^-^*''.cv ^ 1 \ 

[0039] ;^3|^^li&<Z)Jr<*:6^^i¥gl;^ifef*. -^^(^ Cameron et al.. 1992, Science 257: 383 
. LanghoflFet al.. 1991, Proc. Natl. Acad. Sci. USA 88: 7998. Chehimi et al., 
1993,J. Gen. Viol. 74: 1277. Cameron et al., 1992, Clin. Exp. Immunol. 88: 226. 
Thomas et al., 1993, J. Immunol. 150: 821. Karhumaki et al., 1993, CUn. Exp. 
Immunol. 91: 482 /.C^^C|B«$^^-rv^S„ ^fc. 7a-1^^M^U-^^J:^1t^^t^flao 
^g|lCOV>-nt. m^yts Thomas et al., 1994, J. Immunol. 153: 4016. Ferbas et 
al., 1994. J. Immunol. 152: 4649. idiiXf- O'Dohelrty et al., 1994, Immunology 82: 
487 ^CKm^n•rv^6o ^fc. ^^lfflJ3^^S"J^COV^-C^i. m^\i MUtenyi et al., 

1990, Cytometry 11: 231-238 iZllBi&^nTV 
[0040] *fc. 'e?!l;ttftb#2RJNBllSO#SI*5j:t;5jt5gicMU-Ct*. Macatonia et al., 1991, 

Immunol. 74: 399-406. O'Doherty et al., 1993, J. Exp. Med. 178: 1067-1078. 

Marko\wicz et al., 1990. J. Clin. Invest. 85: 955-961. Romani et al.. 1994, J. Exp. 

Med. 180: 83-93. Sallusto et al.. 1994, J. Exp. Med. 179: 1109-1118. Berhard et 

al., 1995, J. Exp. Med. 55: 1099-1104 ;^e^^^:^^0:^^*^ffiV^•r^>J;V^„ */c. # 

M. IK^JfiL. ^/c{**=t^'jin.^/;>-e>#^tT^CD34**BlJIS*3j;U?*1ijfiLS*oW^I& 
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^^h(Dm^fmS^M^iZ^\f^X\-i Van Tendeloo et al., 1998, Gene Ther. 5: 700-707 

[0041] :^^m ^x\-i. m^fms^i^fcn't(Dmmmm m:^itcDiicfmm^fcit 
ztf)mt.\^\f\ mmms^tn. 3i^'fei^-r^;t7-r^^(i->^it?•^G-csF. gm-csf. 

TNF-alpha. IL-4. IL-13. SCF. FIt-3!;;^>'h\ c-kity;<f>'K. ^tl\t^tLh<Dm.^^ 

^ll&^^Oy^^tit. m^itSCF (50 ng/ml). GM-CSF (500 U/ml). TNF-alpha (50 
ng/ml) (D#^ET-e3 0 m^M^^^. SCF (50 ng/ml). GM-CSF (500 U/ml), IL-4 
(250 U/ml). TNF-alpha (50ng/ml) 0^|p^ET"ei§^i-S^^-e^iiSi- Sw^-efcoT 

mMi-^:zbi)^x^^mm(Dmmt>^mifhMo^mm(D:)jm^^\^^x^i!^^-<D 
^Mtviffl V ^btv5»M5^^*. ^±ms^^(Dmikmm^^xj^y't.fc\-±^ commit 
(Dm-^^K m:k.mo%&L±. m'^i.<mo%)^±. ti!-^v<mo%^±. $f^b<fi 

Bt.\^<mo%U±. i'9$f*U<{i40%iU±. J:l?$f*b<{i50%i^JL±. J;0$f*U< 
(i60%J!^±. J;t)$f*b<mo%|^X±T'feSo 
[0043] •^-r^;^0RNA-^^-r/v;^^fflv^5^^0J(^;^?&^i. m.^ ^mA^^vx\^^^o ^'\^ 
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[0044] iE.fc.^4■i-:^mKNA^4/v^^'^^-i^i,^mm^cm^^mAvtLm^.m^^m 
{^^^ti:mm^<.^^i.xmtm%(Dm?<mmxmm\mA-r^^ti!>^-^mx 

[0046] IC*5V ^T-^-f ':^;^^RNA•>^/V;^i:^:i, -^-f S K^^— K 

■i-y^mmAiis^^y'^^mf^Athmtfvb. ^xm\^^hfvb-^4'i-p^m 

RNA!>^/l-^tbTft . !^iz—:i^m-^'^-r::^mmA^^/l^P^ ( 
non-segmented) •v^-^-x^RNAl>-r/V^i!t>-a'9) ^^^ff ^tl^„ T— 2^^;^:;{f7"^:/ 
^RNA^^-f/v.;^] , -^m^:ffy'^^mL-rti:fy'^-^4-r:^m']YiNA^^yMzm 
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-f-af^-f /^^t:"g"9o :i(0^^f3:^^/\^:^tVXn. y<9^i}^y^^/l^:^ (Paramyxoviridae; 
Paramyxovirus, Morbillivirus, Rubulavirus, isJlTJ^ PneumovirusM^^'atf ) n V'^V 
ilJ^^/V-j^ (Rhabdoviridae; Vesiculovirus, Lyssavirus, joit/ EphemerovirusJR^^r^ 
t^)x :7w'n«>-f/W'j:^(Filoviridae)x :^/^b5^y!j7-^/^;:^(Orthomyxoviridae; Infuluenza 
virus A, B, C, ^^X^ Thogoto-like viruses ^^-^tf) . zf^-'^^-^/l^^i 
Bunyaviridae; Bunyavirus, Hantavirus, Nairovirus, fccttJ^ PhlebovirusJg^^Sr^tf ) ^ 
TUi-^--(^i^^ (Arenaviridae) ti:^<Dm\:im't^^^/\^::^7!)^-^^th^o 
[0047] 4fc. -^'^•^P^mmA^^/v:^^:i^^—tii. '^^•i'::^m^A^^/v:7^^^—^fr:5 

rt^m^o $f *bv^^#-e^^. :^^m(D-^^^:^mY<f^A'>^/i^:^^^d^-i^^ ^^^^ 

— oyyARNA4'{e:^5feat^-T-/55^3^T't^J;9m^iA*tLTVN^o 

^(D^mtmcxo\at.^^L.x\^^fj:\f^m^i!7u:t'f-v^m'?o Mi^mat. m^m 
^Y^^. ^^uT—^^^. ))^—^^mm^m.^^t>^x. <2^^(Djt^^m^ 

^/V:^#Wj5fei~5:^&^5^^tl."CV^^(Y. Nagai, A. Kato, Microbiol. Immunol., 43, 
613-624 (1999)) o 
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[0049] :^mm i-*5v ^x^MB^tn^^mm^mu fe^$ti^is^j^-fe:/;^*fc(*Ti^^ 

[0050] ^^^5^ fvi^^v ^T$f igtc^ V ^^)tl^■^-f^;^^RNA'>-r/^;^tUT^*. -^J^ti^^^siiJ' 

y^^/l^::^^iPardimyxovmdeLe)^^/V::^(D-^>'^^^'^/^ virus)^ =^3.— 

^/W?ra'^'^/^;^(Newcastle disease virus). jofc-S»<d^-tf !^7^/V';^(Mumps virus). 
^J^^/VJ^CMeasles virus). RS!j7^/V-;^(Respiratory syncytial virus). 4^^1>^/V^ 
(rinderpest virus). v^;^7^>'/'?— !5'^y^;^(distemper virus). •^JV'^<y^>"7^V:J^l^'f^ 

(Orthomyxoviridae)(D'l'>':7/Vai>^if »j7^/lx';x>(influenza virus). '7:f}^^^/l^:^^ 
(Rhabdoviridae)CC>7k^'l4 □ t^s^^^^-f /^^(Vesicular stomatitis virus). 
(Rabies virus)^;6S#{f btl^o 
[0051] :^mm {Z^\^xm\f ^^^tt^X^^^^/l^:^^^hi^m^-rif\^}t. Sendai 
virus (SeV). hiiman parainfluenza virus-l (HPIV-1). human parainfluenza virus-3 
(HPrV-3). phocine distemper virus (PDV). canine distemper virus (CDV). dolphin 
molbillivirus (DMV). peste-des-petits-ruminants virus (PDPR). measles virus (MV). 
rinderpest virus (RPV). Hendra virus (Hendra). Nipah virus (Nipah)., humzui 
pareiinfluenza virus-2 (HPIV-2). simian parainfluenza virus 5 (SV5). human 
parainfluenza virus-4a (HPIV-4a). human peirainfluenza virus-4b (HPlV-4b). mumps 
virus (Mumps). iSiU^ewcastle disease virus (NDV) jfeif :6S-^*^X^o J:t)0*L< 
}t.^ Sendai virus (SeV). humem parainfluenza virus-l (HPIV-1). human parainfluenza 
virus-3 (HPIV-3). phocine distemper virus (PDV). canine distemper virus (CDV). 
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dolphin molbillivirus (DMV)^ peste-des-petits-ruminants virus (PDPR)s measles 
virus (MV)^ rinderpest virus (RPV)^ Hendra virus (Hendra)^ joJ;T/ Nipah virus 

[0052] J:?)^*L<fi. y<9^i^y^^/i-^M.m^ {i^:^\i'^^^/>^m. r^zfy^-^fVT^m. *5J; 
t±l^^t°n»^-f/V;^S (genus Respirovirus) {/^"y^.i^^^^f^^^Mi (Paramyxovirus) 

/^;^3S(HPIV-3). e7^^/-?7^^^:7/Wai^^f^i>^/P;^3M(BPIV-3). -fe:/;5^'l'!>-r/V';^ 
(Sendai virus; ■=?!>^^-?7-rv:7/W^Vlf !j7^/V;^lM^^>iq^f^tt^). :J3j;t;5f-/w^^^ 
:yz7jv=!:.:y^i^^;v:^\o^ (SPiv-10) T^^if >5S-^*ti^o lc:*3V ^x^<y^i7yry^ 

[0053] ■^■-r•:^;^^RNA^>-r/^:^^^J'i5^— fiy/ARNAtC^^ji^^^T>'^-fe:^>^(C=3— 
KUTV^^o ^VARNAtfi. -r-<-^;^^RNAl>'Y/^^cO[>'i'yV^SeK^*(-U>!Kp^i^ 

RNA/ii5^M$tvTmNPdS?|0fife$tl^:^tg^i^oRNA-efcS„-^(;i^-f-:^::^m 

MBB^J(Eia>?iJ) - i^^gB3?iJ(lia^J) - fe^§iit&ia?0(Sia^J) /i»s#^Eb. ^tvlciO^ 
it^^<^ORF?r=— K-rSRNA;55sij^(^)i>.;;<.hD>'i:UT^^$H^„ 
[0054] ■^-r-:^^^RNA^>'</^^^D!>^/^:^i5^>^^°^:7®^=l-Ki-6^1^^^iUT^^. NP. P. 

M. HN. ^oit/Liie^^S^^tl^o TNP, P, M. F. HN. iSitFLft^^J^fi. ^ 
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l^:^\i°ui^'^;V7.m NP P/C/V M F HN - L 
;vzf'7^-<;v:^m NP P/V M F HN (SH) L 
^—\f\}^^jV:^m NP P/CA^ M F H - L 

NPjt^^l::oV>T(i M29343. M30202, M30203, M30204, M51331, 
M55565, M69046, X17218. P5t^^tJ:oV>T(i M30202, M30203, M30204, 
M55565, M69046. X00583, XI 7007. X17008. M5t^^^-OV^-C^* D11446, 
K02742, M30202, M30203, M30204, M69046, U31956, X00584, X53056. Fat^^ 
{CoVNTf* D00152. D11446, D17334, D17335, M30202. M30203, M30204, 
M69046, X00152, X0213K HNJt^^^CoV^T{* D26475, M12397, M30202, M 
30203, M30204, M69046, X00586, X02808, X56131, Lit-e^t^OV^Tft D00053, 
M30202, M30203, M30204, M69040, X00587, X58886^#B^(D:iio ^fc^iD^fecT)!^ 

^y^;^:5S=i— K-f^ij'-r/V'^it^^F^^J^i-ixfi. Nit^^^^^:ov^-C^i. CDV, 
AF014953; DMV, X75961; HPIV-1, D01070; HPIV-2, M55320; HPIV-3, D10025; 
Mapuera. X85128; Mumps, D86172; MV, K01711; NDV, AF064091; PDPR, 
X74443; PDV. X75717; RPV, X68311; SeV, X00087; SV5. M81442; idX-XJ^ Tupaia, 
AF079780. Pit^^^CoV^T^:±x CDV, X51869; DMV, Z47758; HPFV-l, M74081; 
HPIV-3, X04721; HPIV-4a, M55975; HPIV-4b, M55976; Mumps, D86173; MV, ( 
M89920; NDV, M20302; PDV, X75960; RPV, X68311; SeV, M30202; SV5, 
AF052755; Tupaia, AF079780. Cit^^lCoV^Tft CDV. AF014953; 

DMV, Z47758; HPIV-1. M74081; HPIV-3, D00047; MV, AB016162; RPV, X68311; 
SeV, AB005796; jSiTJ^ Tupaia, AF079780. M5t^^^iIoV^T^^ CDV, M12669; 
DMV Z30087; HPIV-1, S38067; HPIV-2, M62734; HPIV-3, D00130; HPIV-4a, 
D10241; HPrV-4b, D10242; Mumps, D86171; MV, AB012948; NDV. AF089819: 
PDPR, Z47977; PDV, X75717; RPV, M34018; SeV, U31956; *3j;tJ^ SV5, M32248. 
FJt^■T•^CoV^T^t CDV, M21849; DMV, AJ224704; HPN-1. M22347; HPIV-2. 
M60182; HPIV-3. X05303. HPIV-4a, D49821; HPIV-4b, D49822; Mumps, D86169; 
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MV, AB003178; NDV, AF048763; PDPR, Z37017; PDV, AJ224706; RPV. M21514; 

SeV, D17334; *5<J:UJ SV5, AB021962. HN(H^fcf:iG)il^^(COVNT(* CDV, 
AF112189; DMV. AJ224705; HPIV-1, U709498; HPIV-2. D000865: HPIV-3, 
AB012132; HPIV-4A, M34033; HPIV-4B, AB006954; Mumps. X99040; MV, 
K01711; NDV. AF204872; PDPR, Z81358; PDV, Z36979; RPV, AF132934; SeV, 
U06433; idJzXJ^ SV-5. S76876 iKV. 

[0055] :Lin^<D^4/v;^m & S-lr^ -Ki-50RF*5a:u?^5l€5t^^<^ORFfi . ^yM.mA 
^xmimi^!ii^WJ:\/\ ^/cyyARNA{^:i5V^T*t>5•{;lJgv^ORF^t. 5>W7— 

N. p. M. F. HN. *3<J;m.SSStrTV^-fe:^;^l::=«— Ki-66o(DORF;6S|ii(cMA/ 

m'>^/>:^tmmi^. s'v—^^—mmcm^. n. p. m. f. hn. j3j:u?L® 

K-r?)ORFdS)l|g{cMTJ^. -?rtV{3:j^VNT5'hW^-'^^>6Sgag$tl^-^;5S0^bV\ 
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[0056] *fc. m(0-^^-)-:^mmh^^/v:^^^9'- fi. i^^M^7^/i-;^d5^o5t^^F- 
^fVh(OU^^t>'^-^^^i^X\ ^^.ev (C*dV ^T$f 

#5(WO00/70055 *3j:t5 WOOO/70070; Li. H -O. et al., J. Virol. 74(14) 
6564-6569 (2000)) « ^fc. ^;tfi. Fi^B^i)^^'^m^m.^y2^iitlfz.m±mm^m 

P 2J8'>^/V:^ (Vesicular stomatitis vims; VSV) OGS S W (VSV-G) ^mf^^t 
d^T't^o VSV-GMSMfi. fi&^(?^VSV^^C^5l5-t-^tiOT*fcoTiV^„ 
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IndianajfiL^Mt5N(j. Virology 39: 519-528 (1981)) S^<DVSV-GS&%fflV^5Ci:;5S 

X-^^^^. :iti\^m-^^fLfj:\\ Wc^mm<7:>^i^^—\t. ^<D^4/v:^mM(D=^:y 

& MtL-Xn. m^ii-^'^:^ & iSLm^^/^^ (MuLV) 4070At!fc S ^(^r^V^ci— :/S 
&K^ffiV^^6„ *fc. MuMLV 10AlS5l<E<^^>'-<n— ^®a®^^V^?):lit>-et 
5('^!lx.tfpCL-10Al(Imgenex)(Naviaux, R. K. et al., J. Virol. 70: 5701-5705 (1996) 
)o ^/c. ^/\-^P^^4/\^y^^<Dm&MtUXn^ m^it^i^^/^^y^^4Jl-:^(DgB. 
gD. gH. gp85^e«. EBl>'l'/V;^(7)gp350. g[>220mJ^M:^J:^i^mfhtl^o ^^^T 

[0058] *rc. ;^|c^§g^C:^oV^TffiV^^tl^l>-^'/^^^^57^$^'-^t, m^it^ rtV^n-:/^®}:: 

^ (^?!ix.(^sij<^ii3^-<i^i5'-*fc(i^t^^fe^ji^ji^ici*>6a^^=-) 
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^iSL^MMMX^^^^-^ /V^=^> (hemagglutinin) ^^^bM^^^^y—^ ( 

[0060] ^tz.-^4-f-:^mjiNA^4/^:^^i^^—\-±. Ti^±'^V—AB^:d'^XmVfch<DXh^ 
XX\^\mK.itSeV(DTi^±'^V—MB'=F<Dl-DX'h^Vi^^-=f'^/^y^T^h-r^^t 

?t^lJ:m-^SeV(D^mt4*5^^(-^'>i~^(Kato. A. et al., 1997, J. Virol. 
71:7266-7272; Kato, A. et al., 1997, EMBO J. 16:578-587; Curran, J. et al., 
WODl/04272, EP1067179)o :L(DX^^J:M^\:.^^^—i't. in vivo *fcfiex vivo(C*5 

[0061] ■7^^^mmA^-^/^^:^\^mB'f'mA^^^—t\^xmtix:ti*). ^^mm(Dmm 

integration) {ifiCfeJ&V^ (Lamb, R.A. and Kolakofsky, D., Paramyxoviridae: The 
viruses and their replication. In: Fields BN, Knipe DM, Howley PM, (eds). Fields of 
virology. Vol. 2. Lippincott - Raven Publishers: Philadelphia, 1996, pp. 1177-1204) 
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:gWFH^^C^goT^^^::^^■t-6*3^S^$t^TV^:5(Yu, D. et al.. Genes CeUs 2. 
457-466 (1997)) o *fc. ;^77•>'K«5t^eM^^tfc?^^v^^i:^^J;;5*AJl^^^^^i^-r 
X*/cf:±^-?5/^— i^^'j/c^^^tt (flexibility) >itmS-h0^1^ - (7) t-s 

J;o-Ct>^^^$^^•rV^5(Hu^witz, J.L. et al.. Vaccine 15: 533-540, 1997) » ir^^y^ 
^4/l^:^(D^tlh(D!^m-i. ir^i5^-|'!j7^/U;^-<i^i5^-:5S, ):ih<Dmm^mm-V^^^t 

y y ARNA<^3'y -i5^-'^^^3'iiS{;iftt>iav ^!^7-r/^•^S e Sorf^o FbI . 
W^%0^<Tm. *5j;t//:ifcf:i5'$Sl;:ftt>ifiv>!^^/v^SS®ORFi:5'hW7— 
^<75r(g{c^A-f-5;i^ds-t?t:5, ^fc. F*fc^iHNit^^^J^j^t*$^j^3^■r^yyAT'^i. 

/v^{C;J1>^ae^^^^A-f5^-^(*x<5rVA-^(O}fA©f>tO3K!)^j^v^;*-^K<^0S 
d56(DfS^^i:/jrSJ:9{;ijfA-t-6:i^^5^*UV> (Journal of Virology, Vol. 67, No. 8, 
4822-4830, 1993) o *f ALfc^5^55l^^=■i:l>'1'y^^ORFt(^FB1^^^*. E-I-SiH?iJ;55^ 



wo 2005/042737 



30 



PCT/JP2004/016089 



WO01/18223)o *fc. >>^VA±<D^5l55te^O^A^«{-io-C$«m-r5wt^S-e 

— m^^3'^;l*t>5£v^e7>r/^p^®ewoRF^<D^^;I^f A^ti^o ^5sv^^i. 3*fc— # 
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'f'^J^i^X'OlEmi^S'mm^ii^^^^^i'l-r^^tTi^X-^^iHasan. M. K. et al.. J. 

Gen. Virol. 78: 2813-2820, 1997. Kato, A. et al., 1997, EMBO J. 16: 578-587 R 
XJ^ Yu, D. et al., 1997, Genes CeUs 2: 457-466) „ 
[0066] m^it^MmB^%:mir:bm.^^^±>^4^4/l-^^:^^-\t^ Hasan. M. K. et 

al., J. Gen. Virol. 78: 2813-2820, 1997, Kato, A. et al., 1997, EMBO J. 16: 
578-587 RXJ^ Yu, D. et al., 1997. Genes CeUs 2: 457-466<Dffi^^{c!iCT. ^(D 

fi. 25ng/inicro-L i^±<Dm&xmM^m&oi^m--<Dy'^:^^vtmmx^^^t7i^ 

0*bV\ UTs NotIgP^^flJffiUT^7'</W^yyARNA?:3— Ki-SDNA(3:^5t55t 

•^-05'§|J5>{CNotllaJ^^f^;&DUT^3<^ t J;0 . iiils^tifcigrvK^ 

[0067] mx.it. :7^I7-K{lfJ'^^DNAiB^iJJi. NotlKX^mm^^niE-r^fMZ 5'{i|{C-ft 

gcggccgc^#*PU. ^^iZ^(D3'miZy^-<--^-^^lt\^Xil:M(D9^mi^tz\'Si9iZ6 
(Di^Wi:^1}UK.fc^(Di^m^H^\iV. $b{C^03'ffi|J(;igFfM0cDNA0§|^=:K>ATG 

^^h^f\^^i^xoRF<Dm5^mn^(D§s,m^mu\^t:immt-r^o m^oy^mn 
Giifci-tct^j:^^oizmmm<DcDNAA^hm25^m^m.L'XZ7:tu—h^m^^}) 
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[0068] Vy<—:^m^^DNAmmt5'm^^hi£M(02Sl±(D^ii^U:^'^V (0*U< (tGCG*5 

t?i^^r6c^)/V— /V(rule of six) J ; Kolakofski, D. et al., J. Virol. 72:891-899, 1998; 
Calain, P. and Roux, L., J. Virol. 67:4822-4830, 1993; Calain, P. and Roux, L., J. 
Virol. 67: 4822-4830, 1993) „ ^(DZ^^^-^—lZE-lSm.n^HM-f'^W^ia-i. W 
AiT>T-(^:^y=f'DNA(03''(i]{;i-lrVi?V!^-Y/V;^tOSiH^J. liB^J. :j3j:TJEiE^JOtBM 
mME.m. $f ^U<{i-ttt-€tl/ 5'-CTTTCACCCT-3' (ia^lj#-^: 1) . 5'-AAG-3\ ^ 
XXJ^ 5 '-TTTTTCTTACTACGG-3'(iH^J#-§-:2)^#>!)PU $e>l-^<^3'ffifllC^M 

[0069] PCRH. Taq:a^y^^— ^^fcl«om<^DNA7Ky ^Srffl V ^5ai^<^;^^^lrffl 
V^S•t^5-et5o *i*Sbfc@«)llfJtf*NotI-C^i<kUfc^. pBluescript^<D:/^;^^K 

^—^^^•ri^'^y-^cDNA(DNotmmz.w^WAv. u^^^-^^^^^t^^^^:^ 

cDNA^#^^ i!t>pr B^T-fc^So 

[0070] m^At^ m.^^^^^^^'<^^/^-:^'^yj>>cmAxhfh\t. xi^wM<D:)jm^^'c 

X!S^i-S3.t^S-e#^(Yu, D. et al., Genes CeUs 2: 457-466. 1997; Hasan, M. K. 
et al., J. Gen. Virol. 78: 2813-2820, 1997) » m^\^. NotlSlJRS^^^*-t-^18bpO 
;^^_^^>_|£^J(5'_(G)_CGGCCGCAGATCTTCACG-3') (@E^J##:3)^. ^n— 
=^^^^:^tlfz.±:^^^^^/^:^^yj>^cDNA (pSeV(+)) (DV — ^5^— iB^J^N® S 
ORFtOPalfCif AU. T^/V^ffPlJee^-r/W^OTV^yyA^Cantigenomic strand) S 
Jfeoa Bia^D^'if-rA$iJ<i^ti*:/^;^5KpSeV18V+)^#^(Hasan. M. K. et 
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al., 1997, J. General Virology 78: 2813-2820) „ pSeV18V+)<^NotI$P{4l-^5l55tfe 
[0071] rOj:5fCUTf^Mbfc*a^i^;tl>H'>'l'^<^'irVi^RNA^=i-Ki-SDNAt:. ±150 

-^^^^mRNA^^/)^y^^:;7i^—(DMi^(Dtztb(O.-^4i-:^0mA^4/^^^ 

—(Dmi^KMm't^fzJi:>(D^ ^■^iJ'iJ'-O'irVARNASr^— K-rSDNAO^ffl {ZM 

W097/16539; W097/16538; Durbin, A. P. et al., 1997, Virology 235: 323-332; 
Whelan, S. P. et al., 1995, Proc. Natl. Acad. Sci. USA 92: 8388-8392; Schnell. M. 
J. et al., 1994, EMBO J. 13: 4195-4203; Radecke, F. et al., 1995, EMBO J. 14: 
5773-5784; Lawson, N. D. et al., Proc. Natl. Acad. Sci. USA 92: 4477-4481; 
Garcin, D. et al., 1995, EMBO J. 14: 6087-6094; Kato, A. et al., 1996, Genes Cells 
1: 569-579; Baron, M. D. and Barrett, T., 1997, J. Virol. 71: 1265-1271; Bridgen, 
A. and Elliott, R. M., 1996, Proc. Natl. Acad. Sci. USA 93: 15400-15404) „ Z.inh(r> 

m^\^(D'^4/^^:^n^%:m!^^^^:iti)>-^mx^^o 
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[0072] McW&Jti:^mi'i. (a) -^-r-:^;^mRNA'^'r;i-;^y / ARNA (^;«f T^^^^RNA) 

JBST'fe^^iir^XS. (b) ^^l.fz-7^-ry^mJ^^^^^^^ts^^±^^^^^ 

SK<^#l5ETT'^^$nRNPm#^^^?l^^-r^o ^bT M. HN. j3j;OT®eK<7) 
§DNA(*. '0«l;tf^T7>^a^-i5^— OTSfet-^^^-^. T7 RNA felCJ:^) 

:^cRNA^^Jiaicf^:/;^:7aiiJ^hbT^J;v^ 

[0073] DNA;6^e><^'>*yARNA(?D^^O^^(e:i£i^S?fcT7 RNAjKI;p«7— - 

[0074] >>-VARNA^^m-t-SDNA^rSaJ}ai^l-^Ai-S;^^t-f*x 'e?ll;tfm<^i:p^.e:^ife. 

[0075] (u)i:UT(i. (Ohy^'y^yz^^^^^^^^Wi^MWiX^^o DOTMA (Roche 

Superfect(QIAGEN #301305) . DOTAP. DOPE. DOSPER (Roche #1811 169) Jfe^* 

If btl.. Cl<D^&lc:ioT^Ji^F^(c:AofcDNA{i:i:^/jNjiSlc:^OiA*tl^/5>5, 
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^-t>+5>^J^ft<ODNA*5X§:li:;^S^^tLTV^5 (Graham, F. L. and Van Der Eb, J.. 

1973, Virology 52: 456; Wigler, M. and SUverstein, S., 1977, CeU 11: 223) o Chen^ 

-<-i/3:<^^#^ 2-4% CO, . 35t:. 15-24NfFb^. 2) DNAtiii:0^^J:?)^:ytOt> 
<Dt)^mi^tm<. 3) itmmm^(DDNAm^i!)^ 20-30 laicro-g/mmt^m^tHttf^ 
;&^#fetV5^##LTV^;5(Chen, C. and Okayama, H., 1987, Mol. Cell. Biol. 7: 
2745) o (u)(^:^&{i. — 3l6^J'£h7>'>^73i^v'3:^(z:igUTVN;5o -^<itDEAE-7'^^ 
h^:^ (Sigma #D-9885 M.W. 5 X lo' ) ^?S^0f M<^DNA^gSJfCpMb. 

L*5fc:i6. $gl^^ffii6^fcJ6}Ci^c2adr^/:^;^lPx.^;i^itj-trt?>(Calos, M. P., 1983. 
Proc. Natl. Acad. Sci. USA 80: 3015) „ (m)(D:^&i-Xm^^ll&tmitl^:)j^X\ 

mmmisim^tii\^^t\^ ^'?Mx<o^fMin)(D:}jm::it--<xm.m^7!)m\^ \ ^^ji^^/v 
[0076] &<±^ 3<^<D:fjT=^}}-(D^x(ii)(D:^miti^mmmx^m(Dmm^m\^^x^m 

izn, h^:y^-7:^i!7iyB-^^^^t^]^X^^^o tt^-Mi^it. Superfect Transfection 
Ragent(QIAGEN, Cat No. 301305) ^ ^fcfi DOSPER Liposomal Transfection 
Reagent (Roche, Cat No. 1811169) t^m^^hin^H^. CtLbt^^lJiS^ttJ^eV^ 
[0077] cDNAA^h<D^^Jl^:^(Dnm^\tM:i^^\a^m^}ti^T(DXoK\^^^ 

So 

24:Kf)^h6lZU^(DZ^yy^^iy:!^-:fl^—V-^fcm00imn-<VVm^X\ 10%^->»^}^ 
SkmiFCS)^^tm.±^M (100 units/ml -<=-->]):^Gid^m00 micro-g/ml 
-fV-^^^y-y) f:^^^^^^^^i^i^&(MEM)^|^ffiV^-Ci^/^^ISiS5l5*ffl!iS^LLC-MK2 ( 

ATCC CCL-7)trlitfl00%=iv:7/V'aiVh(ci/^;5^T'i$aL. m7L\t 1 micro-g/ml 
psoralen (y7W>')#^ET. m^H^ (UV) fiR#t^S^20:9-^ST-:^S>fbUfc. T7 
RNA7Ki;p«7— fe'^^;^-t-Sm^;tI7^'>=^T!>'</V;^vTF7-3(Fuerst, T. R. et al., 
Proc. Natl. Acad. Sci. USA 83: 8122-8126,1986^ Kato, A. et al.. Genes Cells 1: 
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569-579, 1996) tr2 PFU/^flg-C^H^^iirSo yvl^^XDmQMiS^xnJVmM^m 

itm±mM-r^zt:d^x-^^o mmmr^m. 2-60 micro-g. xw^v<m-2o 
^m^^^m^h^i-':^izi'^mir^^^/>y^m a mt:m^i-^-:f9P^^h* (0.5-24 

micro-gOpGEM-N. 0.25—12 micro-gCOpGEM-P. ^5^1/0.5— 24 micro-g(D 
pGEM-L)(Kato, A. et al.. Genes CeUs 1: 569-579, 1996)^^t(CSuperfect(QlAGEN 

h"r^^^^t^^—(Dmit}tm^it 2:1:2 ^i-§;ii;5S0$b<. zf^^^^h-mtt. m 

;t{^l— 4 micro-g(^pGEM-N, 0.5—2 micro-g(7)pGEM-P, ^XXfl-^A micTo-g(D 

pGEM-Las-^riiiips-r^o 

[0078] h7>';^7a.^e/3>'^fTofc^Ji&{i, mm^^VlOO micro-g/mKDi; ^rVfi^^^ ( 
Sigma) ^TJ«i/h-»T7t^y-^K (AraC). J;«9$f*U<ft40 micro-g/mlO^-biyVT^ 
tViXK(AraC) (Sigma) (D^^-^tfjfc^ff^-aOMEM-Ci^^U. I7:J^iy::^Tl^-r/l'>^lC 

^^^i~5(Kato, A. et al., 1996. Genes CeUs 1: 569-579) » h7:/;^7^aii5^v'3>'35^b 

fc«. i$*±«^lH]JDlU. LLC-MK2iBfl&OJt*?g(cfe|jDUT^^$-fri#*-r§„ h 

Vx^:7aii?v-3^^^^;5S^j;B-e#5o ■^J;ttf. DOTMA (Roche), Superfect(QIAGEN 
#301305), DOTAP. DOPE, DOSPER(Roche #1811 169) /^t*dS^(f^>tT^o J^^^KV 
-J>.^X*(D^m^m<:fc}t. ^^^^>^Mx.^:zthX^^(Calos, M. P., 1983, 
Proc. Natl. Acad. Sci. USA 80: 3015)o RNP;5S^A$ttfc^ilS-T?{i, TiNPi)^h<0^4 
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WOOO/70055 *3J:l5WO00/70070#HS0o 
[0079] miiSL^tltc^^/l-^<D:f3^n. mK.\tCl\J (Cell-Infected Unit) S!l^*fc{*55^jfe^ 

MM^i^(HA)(Dm^ir^^t\ZX^^^ir^:it-d^X^^(WOOO/70070; Kato, A. et 
al., 1996, Genes Cells 1: 569-579; Yonemitsu, Y. & Kaneda, Y., Hemaggulutinating 
virus of Japan-liposome-mediated gene delivery to vascular cells. Ed. by Baker AH. 
Molecular Biology of Vascular Diseases. Method in Molecular Medicine: Humana 

Press: pp. 295-306, 1999) « :tfc. GFP(i^^^Se®)^^t'(Z)-v— jt^^Sr 

t{^XK>:^m^'^Mir^:Lt:d^x^^m^iiGFP<^iiJt\^x)o:L<DX^iz\^xm^l^ 
fztim-t. civtmm^WLo^ta^x^^ (wooo/7oo7o)o 
[0080] ^'^^i^:^^^i$'—d^nm^ir^m. nmm^m^^^m^mtmzmm^fifj:\f^ 

i^^tz^^/i-:^^^iS^—<Dmik:^mtm^m^^^x\,^^ (^43^^1^,(1993), ^nm.^ 

pp.l53-172)o Jr<*:6<J(^(i. m^l^. ^m^i^mmm^Atl9—12 0 m 37— 38t:T* 
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pp.68-73,(1995))o 

{C^T5:ii:555-e#5(WO00/70055 i5iTJ^ WO00/70070#Hg)„ 

<i> F^i&B^x^^-^:^^^^^/^^^y'^cDNA)dxv^Fm^'^9^^V(Dmm 

±:y^^^'</V'MSeV)±M^y'l^cDNA. pSeVlS* b(+) (Hasan, M. K. et al., 1997, 
J. General Virology 78: 2813-2820) (rpSeV18^ b(+)jlt rpSeV18*J^1>V>5)OcDNA^ 

SphI/KpnIT'?i'fbbT7^i5^P<>Kl4673bp)^lH]ltXL.. pUClSlC^a— =>'i/bT:7'^ 
^^KpUClS/KS^-r^o Fjl^^j^«micD«^{tC:OpUC18/KS_h-etT5o Fate 

ORF (ATG-TGA=1698bp) ^I^V ^T^;t fiatgcatgccggcagatga (iE^J#-^ : 4) "Cag^ 
F5t^^^j^^MSeV^V-t.cDNA(pSeV187AF)^«^i-5o PCR{*. FOjigftlvl 
[forward: 5'-gttgagtactgcaagagc/iE^J#-^:5, reverse: 
5'-tttgccggcatgcatgtttcccaaggggagagttttgcaacc/ia^J#-^: 6] ^ F^^^<DT^\iZ. 
f"i [forward: S'-atgcatgccggcagatga/iE^JS-^:?, reverse: 
5'-tgggtgaatgagagaatcagc/gB^J#-^ : 8] (D^'7^-^—M^^ V ^fcPCR(DM'>^^ 
EcoT22I-C^^i-5o :i(DXoKmhtvrcZ^'7y^^V^SacltSallXm^[:.\^X. F5t^^ 
Xmn&:^t^mi^<Dm)i (4931bp) ^|HlJlXUTpUC18tC:J^i3— rrv^U 
pUC18/dFSS^-t-5„ ;iOpUC18/dFSS^DraIIIT'?i'fkLT. ^K-^lllJlZL.TpSeV18* 
(DF^AB^^tJmmo:>Dra.mm}itmt^:k.^ 7-ry-^>3^UT:7'7;^^KpSeV18* 
/AF?:#^o 

^3fejt^^». '^;ttfpUC18/dFSS<7)Fa^^:^^$P^lCfc;5a!llS^^ Nsil *5J; 
NgoMIV gPfitCif A-r^o r<Dfc26{;i{i. mx.}^^^^^^^^}!^. Nsil-taUed 
^T'^-^-^— *5j;t5NgoMIV-taaed:/7'l'-^— T*lt*ii-tLfiJ:V\ 

[0082] <2> sev-FmB^mmm^ir^^A^^<—ms^(Di^m 

ir^^iJ^-fl^-T/VJ^OFst^^ (SeV-F) ^^mi-SCre/loxP^^M^m:7'7:?^5:KO 
«^f^SeV-F-it^^^PCR-C*tii|Sb. Cre DNAD^^i^tf-^— fel-.t'^Jt'e^^S^^^ 
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^^|g^$^T^J;9tc:^ti-$ttfc7'7^5KpCALNdlw(Arai, T. et al., J. Virology 72, 
1998, plll5-1121)<D^=— ^1^-rh SwallfP^iCjf AU. ZT'^^^KpCALNdLw/F^ 

^/w<—mmm^m^-r^. mmn. '^J;t^^sevo^t5it^^:J:<ffiv^^>t^Tv^61^/^ 

^SUfc^lb'fblJ7i>'ll&J«jfiL«(FBS). -<^i^V>^Gi-hV'^J>^ 50mik/mU ^XXJ^P^h^ 
50 inicro-g/ml^^;!jPb:ft:MEM-e37'C. 5% CO "C^^-t-So SeV-F3t 

2 

e^Mi^«*BIJ?S«*14^^i-5fcfe. Cre DNAy^^-lf-:?-— if ^^:J;•9Fat^^^Mi^$: 
^#^^$tl^ IC^tf $nfc_b|5:/7:^^KpCALNdLw/F^, U :/^;f7y^~>e7 Ajfe 
(mammalian transfection kit (Stratagene)) iZX^^ M^<^y^^h=i—Mz:^-:3X 
LLC-MK2JM JIS izmM-:5o 

10cm::/l^— h^fflV\ 40%=»>':7/i.:3i^^h^T'iiWbfcLLC-MK2^^{C10 micro-g 
i^7'7;^5:KpCALNdLw/Ffr2gA^v 10ml<^10% FBS^tfMEMJ^ifet^l-C. ST'Ct^S 

%co -r>^^^^— i5?-'t'T-24^PBii#^-r5o 24mmw^mm^m^v^ lonAmm 

2 

(ei^lS^. lOcmv-^— W5tfc^ffiV^, 5ml llfc. 2ml 2tS:. 0.2ml 2m^W^. G418 
(G1BCO-BRL)^1200 micro-g/mI^'^ti>10ml(7)10%FBS^-a tfMEMJ^J^&t^TJ^^Sr 

T-r/l>^/^;^AxCANCre^^0e><D;^^(Saito et al., Nucl. Acids Res. 23: 
3816-3821 (1995); Arai, T.et al., J. Virol 72,1115-1121 (1998)) tCj:t)^J;tfi moi=3 

[0083] <3> rA^^x^sev^^/vp^cDnrnmLirmm 

LLC-MK2^JiS{Ch7V;^73i^v'3V-r6o LLC-MK2 ^JlSt:5X 10* cells/dish "C 
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-a-f-ftx mmm^^m^^. y7V->' (psoralen) i:ft^gS^^^(365nin)T* 20 ^T^m 
PLWLr/-VacT7:Fuerst. T.R. et al., Proc. Natl. Acad. Sci. USA 83, 8122-8126 

(1986)) ^MOi 2@^-e^?a-t?i^K^^$^6o p^i^=^T^'^/^:^^(r>^^mm^ 

iM. m^itl5^iyW</l^-:^^5:^7i^mm^t\^fz. UV Stratalinker 2400(;*7^n^#-^ 
400676 (lOOV). P^hy^^J'—l^^, La JoUa, CA, USA) trffiVN^^fc^^-et^So MS^^ 

fi. r^^^CK^$iVfcV^^S. $f5glc:ti)lii;i 6:2:1:2:2:2 fr^^tf>^Xt^o M^it 

. y/i^RNA^iimi-s^^;^^K. mma^. p. u *3j;T/ Fr^^HNM&atr^m 

i-^^m:7°^^5:K(pGEM/NP, pGEM/P, pGEM/L:S.tJ^pGEM/F-HN; 
WO00/70070, Kato, A. et al., Genes CeUs 1, 569-579 (1996)) tr. ^iv^til2 
micro-g, 4 micro-g, 2 micro-g, 4 micro-gS.t)^4 micro-g/ dish<^iJth7>'^>'3i:?h 
-r^o JflL^^*^j^V^MEM-e^llS^2lHl^5fe?^U. 40 micro-g/mL(D 

Cytosine j3 -D-arabinofuranoside (AraC : Sigma, St.Louis, MO)RXf7.5 
micro-g/mLOTrypsin(Gibco-BRL, RockvUle, MD) MEM-Ci^^-f-^o -tub 

<Djai!S^lil4ZU. ^1^5/b^OptiMEM lz:J@l^i-S(10' cells/ml) „ ^^it^?r3lHl^ 
OSgL-tlipofection reagent DOSPER (Boehringer mannheiin)fc^-a'b(10®cells/25 
micro-L DOSPER) ^taX^S^^kSLfcm. _LfE-e^i:3-=V:5^'UfcF5im--/V'^^°- 
^Jia(J:h7>';^7a.i^iy3>'(l0^cells /weU 12-weU-plate) iL?ff ^*^<eV ^MEM (40 
micro-g/ml AraC. 7.5 micro-g/ml hy7'i^:/^tf)-eit^U. iM^HUtX-TSo F 

[0084] ^■^/vy^m.m^x^m^^^—^vmir^m^. mx.\t^ K-^-^r^^^ 



wo 2005/042737 



41 



PCT/JP2004/016089 



[0085] ■^^-r^m.RNA^^/^^^KXKimx-r^^^Mi&Bi'ti.xit. mzmmnfj:^^^?!)^. 

yi^m^Himvtcm&wx^^xhx\^\ m^Mm^ti.xT>^±:y^mA^^^rz. 
{iRNA^ifMy^'if-fAJ^^if^^m^-iirT. wm(D'MB^(Dmm^i^u-r^^thX' 
#6o i^^^m^tL.x^B(DmmmmB'f'^m^^x^^/i-:^-<:!^^—^mmrrti 
it. :i(D^^^—^i^^\.xmm^f^m^no:i.t7!)^'^mt^j:^o ^m^(D^-(jv?^-< 
^^—(DmBi'f'ihm^o^m-mtx^xi-i. w^i^^-\zx^mB^^m^. p^^g^Cex vivo) 

i^xhmmx^^o 

[0086] :^m'mm\z.tm\^fz.^^/^^pM^pom\z.^PL\t. :^^m<D^^/v^^^i^—it. m 

X.it 1 X lO' CIU/mL^±. $f *b<ti 1 X 10' ClWmLSl±s it)^? *b<{i 5X 10* 
CIU/mLiJi±. iO^f *b<fi 1 X lo' CIU/mLi!^Jl±. J:«?0*b<f* 5 X lo' CIU/mLgiL 
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±. i?)$f^b<{4 IX 10' CIU/inLiiA±. Xmi^\^<i-i 5X10' ClV/mLI^Ji(Dt)m 
Virology 177(1), 65-74 (1990); WO00/70070)o 

'^m^mm.m^ym^i'y'^^-^:^^^^-^^^^^^ ^^^^ tii-^^tv^^s e ® «a 

T^^ti^S esofy'g-;isio% (m»/««) J^-t. *U<f^0%£A_h. J:»90*U< 
«50%UJl±. 0*U<mo%iEJL-h. J:?)^^U<}i80%i^±. *U<^i90%i^X 

^5i£^^;^7^/^^ffiV^S^^fe(#^Bg62-30752-^<^^. #<2iBg62-33879-^4^^. 
t)5i|#<2iBg62-30753-^<2t#) . *5j:TJ^=i-;^a^^#^*5 j:tJ«/*fc(«05>^ 

i^icpi^#$-a:5^&(wo97/320io) ::i^^>^c^JPS$^^ 

{m'<:^:/7Kx Si^mTK. mcrV')^J^mi. t^^^Yx^-:^^. ^^y^Vxi-:^^^ 

PBS) 7ie^d5#if f.n. :Lfihh^^^-^m'MM^^^^'^Um'crr^:Lhii^m^h 
ti^o -^fc. !;^y-A<Di^^^{k^J(«^x.li='v;^7^u«-/v#(Dx«i7^n-/v^)^ 
^-ev^TtJ:v^o *fc. ^^>fk;^J(«?iIx.«l>=':73.i3-/v^fcl4tf>5^^VE/j;t')^A.-e 
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:^^m<Dm.^mit. 7i<.mm. ti^^^v. wmL. ^^^iyy^j:t^(Dii^mxh'on^. ^ 

ikmm\cmmi^^mA'r^ti^(Dnmti^x^ ^hicmwrnm^m^t-r^m.^^ 
f^m^m\f^^mmtvxmmx:^^o ^rc-<^^-mm\tu^^>^t\^xmmx:h^ ( 

J.I. Mayordomo et al., Nature Med. 1(12). 1279-1302, (1995) )» *fc. :^^m<0^ii^ 

{Zit. ^3^^<:y^ :T^^t^kFreund'sT>^i/<^h. MF59 MTP-PE 
i'7^=i/<^'rVTrmi^^^^<0 muramyl tripeptide). :}dXl^ QS-21 (soapbark tree 
Ouilaia saoonaria m fj:t^<DTi^=L^<:^h^m^^t>'^^^thX%^„ 
[0089] m.^m(D^-^\z.mvXi-t^ Ti:^^y<>h^^^M^^^^h:^'<i^m^m^^ 

t>'^^^th^^X$>^^ :L(DXo^j:i&m^tVX\t. i)IL-2t— 5j5:^IL-12 t 

(Dm.^^ f^'^iProc, Natl. Acad. Sci. USA 96 (15): 8591-8596, 1999) . ii) IL-2t^>' 

S!CH^(GM-CSF). iv)GM-CSF t IL-4 (Om^^i^'^O. Neurosurgery 90 (6). 
1115-1124 (.1999))fj:t'7!)mifhtl^o 
[0090] mikmm::m^^^^1jiW^\t. -^-i'-^;^^RNA!>'i'/V'^-<^i5^-tc:='-K$*fc«9. 

tL^c-<7"^K)}i. i^if)mi^^Y^(ouHc^^\z.m^\jxmmmm\zm7r^^ix. 

[0091] !7^^5^Vi:bTffiV^5»^^ m^itmm. mPk^. )6^Xf^(Di\^(D~m^ti:^^B\z 
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CMV). HIV. *5it5-77yT;fe^:5S;^i-S^e»*fc{i^O|fJS^-<:7'^K;J|5^tf b 

( 

^a—T'SfiK (Vaccine, vol. 17, No. 15-16, 1869-1882 (1999)) . ^X(c::feV ^T 
fix 'e?!l;tt^HIV gag^fcf* SIV gag (J. Immunology (2000) vol. 164, 

4968-4978). HIV^iV^ci—^^S®, NefS^ICx ^tT^ftfetT^^^^/V-^S^K^t'd^ 

^tl^o ^il/^lCjoVNTt*. mx.it=^l^^nm(^B-^y^=-^yh(CTB) (Arakawa 
T, et al., Nature Biotechnology (1998) 16(10): 934-8. Arakawa T, et al.. Nature 
Biotechnology (1998) 16(3): 292-7) . H;t9ra{J:*5V^T}:i. m:^it&^^^'<^>:^<0 
*ti5':/^-^i5^(Lx)dmeU DL et al., 1998, Nature Medicine 4(8):949-52). ^'g'S^lC^S 
V^-C{i. th/-?t°n— H'^^7^/V'J?'L6MO;57^v'K^>'/^^LlO. Med. Virol, 60, 200-204 

(2ooo))/jt^ds#(f btt^o ^(Dii^(Dmmi^c^-(/>^(DijiMmi'^w^^^i^-i)^ 

^m^^^^^thX^^, 0 ^m^<0}E-E^^:y^<^'^ (#Pi Bg64-74982. < 

# W ¥^1-285498). t:h#*ie--/V^;^«Jr^/V;:?.<^ gD2i5^i/^'?iJ^K (#M ¥5-252965) . 
CMfff5^8e7-i'/l-:?^65^^y-^:^^K(#li¥^5-192160) . '^$E^5irai!>^/v;^S5fe7Ky-< 

7'^K(4#^¥7-502l73)/.fc^^fflv^:5:lfc^>-e#5o mx.\-i^ ^ic\.h<r>mm^^^m 
[0092] m±(Dmm^m^^mi-^ 



wo 2005/042737 



45 



PCT/JP2004/016089 



x-^^xh. m\i^^-:f(^^mmmmiy)hmmumz.m\^^^vx^t£-t^h(^xh 

=^^^-h\ycm<m^\t. ^mt\.x\ti^mp^i^K^^'t^mm(Dmm^M.^m^^ 
^zta^x^^o m^mm%:m^^x. cd4 Tfms^(ommtt^h^\^m<Bmm(Dm^ 
^tKx^ijii^m^^m^u ^i^^=^^=^^^-t\^xi^m^^^m^ia-i. mmti. 
xiimmmmi^^m'r^h(D7!)mt.v<^ m^\t^ m^m^^i^iirMmm,^m 

Muc-l^A5^^-i5^^7^"Ayt-h-<:/5^K(*a4#rF^ 5,744.144-^). ^^'^^0^51 
#S^-rthS.^J!t!J^^/^;^SSKE6*5j:U^E7. ^7/— ^^i^MART-K MAGE-K 
-2, -3. gplOOiSit^^nv'-:^— if, StfltJii^^l^PSA. ^(Dm^h. CEA(Kim. C. 
et al., Cancer Immunol. Immunother. 47 (1998) 90-96) . jo J;t5Her2neu ( 
HER2p63-71. p780-788; Eur. J. Immunol. 2000; 30: 3338-3346) Jfet'75S^tf^)tt5o 

[0093] :^^mi^^^xmm:^Mmikmmit. mi^^xfmmm\^M't^m^ti::^mmm 
\z^\,^xmmxh^^mm^mh\^<}-^mm^mm^m(omm^^my^^titimiK 

[0094] tfz. -'^m^(ommh^:thin^o ^s#!^-*5v^T^t. mK.itmmi^m^'f/^ 

ttS(Coon, B. et al., J. Clin. Invest.. 1999, 1 04(2) :1 89-94) „ 

[0095] *fc. mvtmm^^h-^4h^4i^m^mm^^n\-£. ^mM^mmh-x. 
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i^^mmi^'^-^htf^^tl^X. ^>'^—X2^^l^m^it. IL-lalpha. IL-lbeta. 
IL-2. IL-3. IL-4. IL-6, IL-7. IL-8, IL-9. IL-10. IL-12. IL-15. IL-18. IL-19. 
IL-20. IL-21, IL-23. lL-27) ^ -i^^—^^vi^^ imK.it. IFN-alpha. IFN-beta, 
IFN-ganuna). ffi5^^5EH^F(TNF). h^i^;^^;^— ^:/^iimHWGF)-beta. M 

^-^:^uyT—i^=^^=-—m^m^(GM-CSF).4>':^Vl^mi^Mm^ (IGF)-I. 

iGF-2. Ht-3y;«;:^K. F&sV:if>h\ isxxj^-idtv:ff>^h\ f3ihmzm<D-^mm^i^>' 

[0096] :Jnh<D'^4h:ti^i^(DT5,ym§im^mm^{a^m^xh<o. iL-4t::ov^Tfi. m 

XLfdtx Araie> (1989)^ J. InununoL 142(1) 274-282^ IL-6{COV^-C^^. ^^it. 
Yasukawab (1987), EMBO J., 6(10): 2939-2945, IL-12f*. M^it. Wolfb (1991), 
J. Immunol. 146(9): 3074-3081, IFN-alphaf*, m^li. Grenh (1984) J. Interferon 
Res. 4(4): 609-617, *5 j;tAVeismannb (1982) Princess Takamatsu Symp. 12: 1-22, 
TNFfi, m^iS.. Pennicab (1984) Nature 312: 724-729, G-CSF(i, mK.it. Hirano 
h (1986) Nature 324:73-76, GM-CSFfi, m^-it. CantreU^ (1985) Proc. Natl. 
Acad. Sci. (USA) 82(18): 6250-6254 ^m-r^::Lt7!>^X*^^, J:0;ir^fi*J{J:f*, 
GM-CSF^=i—V-i-^^^m^\t\^Xit Accession number NM_000758(D84— 461# 
S (Omi^l (T5:y^iB^J(:iNP_000749(^18— 144# S ) ^t^lSi^mfhtl^^ IL-4 
^3— Kt"6^^iE^ja:L-Tfi, Accession number NM_000589<D443— 829# S (DgB 

m (T^/^iE^jftNP_ooo58o<7>25— 153# @ ) ^t^m^mmifhfvbo 

[0097] ^/c, ^tLe>oi^-f'h;«7-i'V(D5ic^^^^m-r5 i;ia^^^^^bTt> J:v \ mx. 
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^(DX\ mi^(Dh^LPS^Xm^mS^^m^'t^-^-mh^j:\^\ ^(DX^{^^ IFN-beta 

<(Om&m. ni?L^-ejl^-efe«?. 'B«J;t{^tHFN-beta5t^^(tiB??iJ#-^:12(fig;^ 
M^y-^>^^KfigE^J#-^: 13(D21-187# g ) . -^-^^IFN-betafiffi^J^-^: 14(^ 
|^M^i^!;-^:/^miiB^J#-^:15021-182§@)/5S#(f b^l^CDeiynck, R. et al., 
Nature 285, 542-547 (1980); Higashi, Y. et al., J. Biol. Chem. 258, 9522-9529 
(1983); Kuga, T. et al.. Nucleic Acids Res. 17, 3291 (1989)) o v'^5^■:^/^^7'^K^i^ 

[0099] IFN-betait^^fi. JifB<^ia^<^IFN-beta cDNA*5 J;X5M 6 ^(DWM^'^K^ 
^nv?— ^t^^»J:J:t)ggbm-t-C:^;&5-et5 (|?!l;tf^BLAST; Altschul, S. F. et al., 
1990, J. Mol. Biol. 215: 403-410)o fe5V^^t, f!6^<^IFN-beta cDNAJ^Slfi^J^S 

V NfcRT-PCRi;iit)#5C:i:t>T-#^U. *fc(tlFN-beta 

^ti^^y)n^:ith^M>X:h^o y^4zfVy4if—''^3>'(D^if\^i-i^ IFN-beta cDNA(7) 
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-fif— i/3^^0^#ti. '&^7Cit 5XSSC (1 XSSC 150 mM NaCl, 15 mM sodium 
cit^ate^tf)^ 7%(W/V) SDS. 100 micro-g/ml ^i4l?-^i»^DNA. 5X-7^V/N/Vh 

0.2%7^^-/V%^tf)^tf^?^1^. 48t:. 0*U<ft5Ot:. J:«90*b<{:i52'C-e 

fteot:. $^>i;i;io$f*u<«65'C. :^t>0^u<f*68'C-e2xsscf. $f*u<fiix 
sscct3. j:t)^^u<{io.5xssctl3(^^x.ri o.ixssctf^)-c% M^Ued5^2B#Pfg?^# 

[0100] lita«)^IFN-beta(^:^SSB^J*fcfiT5:y^Sa^Jf*. -j|SlCg!E^OIFN-beta(DiB 
(-^^f^BB^J^-t : 12-15<^^^S a mi-^lS;-r?>ia^J) ^7}^^T3v?-?r^ 

95%ie;L±(Dl^— t4(identity)^W-r^iB^i-efc^o iE^JOl^-i^t^. 0>J;t{^BLAST 

(Altschul. S. F. et al., 1990, J. Mol. Biol. 215: 
403-410)o ^Sia^J<^I^-tt^^S-t-Sl-f*blastn:/ai/7A. T^/ 

^BE^JOm— -i^^^Si-^l-liblastp^T^Oi^^^A^fflV \ '^y;t{iNCBI (National 
Center for Biothchnology Information) <DBLAST(De7a::/-^—v^^C^oV^-C^Low 
complexityj /ji^(D7^/Vi?-<D^^ri^TOFF(CU-C. 7^:7;^/Vh<7)/-?7P«-i?^ffi 
VNXtf^^frP (Altschul, S.F. et al. (1993) Nature Genet. 3:266-272; Madden, T.L. 
et al. (1996) Meth. Enzymol. 266:131-141; Altschul, S.F. et al. (1997) Nucleic 
Acids Res. 25:3389-3402; Zhang, J. & Madden, T.L. (1997) Genome Res. 
7:649-656) o ^<7:^—^<nm.'Wii-. «?»l;tliopen gap(?5=x^M*^^ V:^^Kli5-e® S 
Rjill. extend gap(D3;=<.h»:i5?tJ^V:^^Kf*2t?SeMfiK nucleotide mismatch(^ 
^-^/l^-f— f*-3> nucleotide match ft 1. expect valuefilO. wordsizettJ^^V 
^^■^Kl"±ll'CSS®ft2x Dropoff (X) for blast extensions in bits{tblastn'Cft20"C'te 
(r)-f\iif=7K'<:\tl^ X dropoff value for gapped alignment (in bits)ftblastniy.^'C{t 
15. final X dropoff value for gapped alignment (in bits)ftblastnT?ft50-T?fifeO7't2^7 
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BLOSUM62^;BV^5^t;^»5T-t5o 2oOiB^J(Dlt^^^T9blast2sequences:7"ai/^ 
A(Tatiana A et al. (1999) FEMS Microbiol Lett. 174:247-250) (Cj;?). 2^^\(DT7 

(::fiiV^, IFN-betaO^^Sfi®0=-KiE^J (CDS) <^^{R9<^=^f-Y5/:7'{itl^LT. 
IFN-betaO^BS fi®OCDS^^*:(0iJ;t{^iE^^J#-i-: 12(^64— 561# B ^fcfil4(D 
64-546# @ ) *ytftT$/^iEJU^#: m^itm^^-^ : 13(^22-187# g *^cfiiB 
^J#-^: 15(7)22- 182# i ) {Jl^f-TSI^-t^Ofit^ti-mi-So 
[0101] *fc. IFN-beta{;i«#S*5j:tJ^x^iJT>'h;&5^?£-t-5o I^^^IFN-beta^l^^OS 
ti^'^lti^$tlfc/^yT^h^JilH^ffi-r^:i^^Sx*^;5o ^^MlFN-beta.J:I^^(D?S 
iktn. ^^4/l^:^^m^mifhth, ■^!l;tJivesicular stomatitis virus{Cj:6^J!|g$'|4 

%:mm'r?>mi^(DTiy±4izxr)m&-t^:Lti)^'x^^^o wish ceiis 

(CCL-25; A.T.C.C. (American Type Culture Collection), Manassas, VA, U.S.A.) iZ 
vesicular stomatitis-Indiana-virus [VR-1238AF; A.T.C.C.] ^I^ML^ ^-</\^y^\ZX.^ 
mmt^l^mU IFN-betaiCj;§E&^tr2Bil^-r5 m-^0kmt. Knezic, Z., et al. 
(1993) Antiviral Res. 25. 215-221 \ZMo\ ^^^l^:^\Z^^Um^(05(i%m\Wkm^ 
. 1 international unit (lU) f^^^fVb^ ^^^IFN-betairl^^O^e^^/^;:!;^'!^;!^ 
i$o;i<y-<:/^K{i. ^^L<(il X lo' lU/mg proteini^Jl±. it)^*b<{*5X lo' 
lU/mg proteinJ^i.^. J:?)^*L<fil X lo' lU/mg proteiniJ;l±<^JtSi4^:^i-o 
. ^^miFN-beta^|^^<D^!>xr/^;^|gtt^^tO/-jfy-<7'^Kf:i. ^*L<l4^:iM 
IFN-beta(^l/10i^Jl±(^JtSt4-e^!>'l'/P;^?§14^^-ro 
[0102] IFN-betaO#M*5J;t)^^^i;T^hft. — ^{ilfc5lO(^IFN-beta^^a(^[|^(^iS 

3?^J##:12-15)<7)^g^iB?lJ*fc^iT?y^BB^J^C^5V^Tl*fc^iMic^DaS;e»Sg^ 
X iK^. i6i:W%fz.\tmK^fvrzmm%:^^n^o ^^<^IFN-beta<7>iB^J^<^^V^ 
ii^30^SiK^rt. 0*L<(t2oa£i^i^. 0*b<(tloaSJ^p^. J:t)0*b<(i 

5a£i^xf^. j;t)0^b<tt3asi^{^. iimt\^<mB.m^j.p%-xh^o T^ymo:>m 
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[0103] -f JfetJiblFN-betajt^^^U-Cfi. i^TtClB^O^^dS^tf ^^^5o 

(a) gB^J#^: 13022-187II S *fcl*SE^J#-^: 15(D22-182# S tJ:|E^(^T^/ 

(b) iB^J#-^: 12(D64-561# g . gB?lJ#-^: 14<D64-546# @ . ^fc{i-^tLe>Otg 
MiB^J^^. iE^J#-^: 13<^22— 187# @ *fc{*iE^J#-^: 15<D22— 182# S \C 

(c) IH^im-^: 12<D64-561# @ . gB^J#-^: 14(D64-546# @ . *fcfi^ttbO^ 

(d) iE^J#-^: 13<D22-187# S *:/bt^iB^J#-^: 15022-182# i \C^Wl<J^T^J 

^J^^.»^SlFN-beta^|^#(^)«14^^i-§^y-<^^K^='-K't-5^^ 

(e) iE^J##: 12064-561# @ . ia^J#-^: 14064-546^ B . *:/t(*^tub<DtS 
MiH^J^^ftV N;l^^t2i;?-tr*-t-;51E5?»J^tf ^^-efeo-C. ^MlFN-betat 1^^ 

(f) gB^J#-i-: 13022-187# @ *fc{*ia^J#-^: 15022-182# S ^^i^V^7^^^CI^;? 
-Sr*i-^BB^J^^x l^^feMlFN-betaa:l^^<D^<4?r^-r5J}^y-<:/^KS:='— K 
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[0105] ^mmiti^mi^mmzxmm^titnm^(Dm^:^&x-hox^ u)-^^'r:^m. 
RNA^4/i^:^-<^i^-^m^fi&s^i^tii-i't(Dmmmm\zm^^^^jiU. (b) mm 

[0106] ^fz^^mit. :^mm(D^m^xm^\^fz.m^mm^m^^x. ^m^^mm-r 

;v:7.^'i7^-tmx-^fhfzM')(kumz.x-:>x%m^f\'fz. f^si±w^»(DT^jis^ 

mm^mm^^^m^. m^fi^hTmu^mki.x. =y^^:^\f^i^^^rf^:Ltmi-t. 
[0107] ^^^-<D'<>\f:^s'x^<Di^^-m.\t^ mm. m^o^m. <¥S^. ffis'j. s-^ s 

^mi^m. I^f^. P^l^. *fc{i^T^lc 

»1jl0'CIU/inl;6^b^^l0" CIU/mK J:«90*b<mi]lO'CIU/mld^P>^l3lo'CIU/mU 
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fe^4^T-g^i-5^td^$f4UV\ th^C^3V^-C^4llH]^^fc:'90S-^4f* 2X10' CIU 

- 2X10" ciudS0 *L<. s^m^jt. imt.ti}tm0^±mm^mti:wii^m(Dm 

300. $^>{^$f*L< {13—200. $btC0^U<fi5— 100. ^b^C^f *U<fl7-70-efo^ 

o -^iJ^iJ'— <^)lS^>Et^tUTfl^^^c^JlSfi>^ev^;^)5, m^\t^ =r7hy. e^x^. -^i^^^. 

-Tp?. :/i5^. -^ix. 1^1?-^, t^^i;?. -^aji, •^^/^, *3j;t;ith;fc^:*^tfJfe^. 
. J:0$?*b<fl^io'^Jl&^m#{-^-^i-6^t^s-C#6o 



wo 2005/042737 



53 



PCT/JP2004/016089 



m^mmtmmmi^(Dce\i lysate mmmm'^) t%:m^-r^:)j&. mm^i^^^zf^ 

TV^5o '^4^:^mRNA^'</\^y^'<i^i^—^mAVfzm^mm<D^^t. IFN-betaJt 

coin] m^mKXK>mm\:vtiTmfi^^^-^-r^m^\t. m^iirmmi^. i racoi^m 
mmhfz<omio'-io'mm. ^j*b<fiio'-io'^jis. xmt.\^<mo^-io'm^<D 

#MrtiiAl-J;oTS4-$tV^5(RideUe>. 1992, Science 257: 238-241 ^ 
#Rg)o ^Afi. 0fM<^rBlPS(«?ilx.{i. ^.^)-e»5E^*V#5o S^^<^Vv't":3^>' 

[0112] :^mmi^i.'omj^^fvbPi^^><Dm^m^^xh^m^mm^^tjm\-±s 
41000-3300 Rad-efls^tj-t-s-ir^s-ctSo -^^v-^-^i^^osmmt. mK.\-i. 
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[0113] ur. mmmi::xK)^mm^^himmi'immi-^:b^. :^mmit:Ltihmmmicm 

[0114] A.mAmm(Di^m 
mmi) 

mn^X^mm^^:lfT^^±l-^i^3>X'mm (enrichment) bfCo ^^(D^iJSO 
tc1t>(D-^:ffT-^':f-^U^>^a>^}t.^ RosetteSep™-human monocyte enrichment cocktail 
(Stem CeU Technology Inc.) ^fflV^fCo i-?^^t>*>. tetrameric antibody (^^2:9-^F;55 

^-^brvN^^^^T. -;^f*#jk^^^fi-r§^giycophorin A^^. m:^i:fmm 

^(Dmm^w^^mm-r^^i^xxtxy^ ^s) v ^, m^vfc\ ^mm%:0ikmz.^ 

Ficoll Paque™ Plus (Pharmacia Biotech Inc.) -C|^*-f^:it(C<t«J||JgLfc 
o :i<D:^:ifT-(':f±U^'>'3>'\ZXy). CD2. CD3, CDS. CD19, CD56, CD66b^^^L 

V^fc„ :L(DV^(DCDU*mi^n65-80%Xhot:i^ ^^Mm^m^ GM-CSF (500 
U/ml)i:IL-4 (250 U/mO ^WMV^ endotoxin free RPMI + 10%FCS-e:^^=^. DCO 

v^m^n^tio 3-4 0 @ Kii^^^<Dmm±m^m]:^m.^(Dm\j^^^mmx^mm^^ 

^trofco i'Jf!l^:9'^(Costimulatory molecule) . /^^TJ^lclCDllc. HLA-class II 
(DR, DP, DQ), )3XX)^CDl&<D^^ti^Wf^X$>^^t^Vm.V. -^Tt^mt^lineage 
marker(CD3. CD56. CD19. CD15idJ:.XJK:DU)^mmL^X\^^fil\^^^thVkm-Vfcim ( 

MX\ ±mS^(D90-98%-d^DC-^—:tl— (CDllc, HLA-class II(DR,DP,DQ)) 

[0115] mm) 

mmixmhfifzDc (:^imm'^7B i) {c. m^m^m&m (gfp) ^^^-r^ 
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"^I^^^^^JV:^-^^^— (SeV-GFP)(^SM^ WOOO/70070)^MOI^^oT^^$ 
•frs W^^\Z.UfkWi<D'^\t. C¥F(D^^^ costimulatory molecuIesCD^^^g{;iO 
V^T^^f^tLfCo ^(O^^. MOUCOV^T^t. MOI 20iy.±l?%GFPf^S:'C^^io/c(Ill2 
— 5)o Gf^<D^i^^3tS^^ (mean fluorescence intensity; MFI) ^^:oV^T^^. MOI 

@ *T'GFPOMFimi#bfCo costimulatory molecules (CD80*5j;t/CD86) l^oV> 
[0116] (^i^3) 

MOI 20-eDC{;iSeVH3FP^^^$iir. ^^e«)^CFACS^fflV^T. GFPO^^^:^ft 
[0117] imflk4) 

t'9*^^t^^tTofCo 7 0 mmm^<DDC\C2 0 RLPS (1 micro-g/ml) r'$ijj^bfc:=^. 
SeV-GFP$rMOI 30-C^^. 2 0 ^ iCFACST'GFP^^^UfCo iS^lCSeV-GFP^^2 
0 mi-LPS$iJ^(2 0 m) ^I^C^#T-i£tTbfCo (laSJJiU^Q) 

fiKni^x-^^y^Dcxi-imii^i^^i^x^^^ofc (0m^'f—(^)o i.f)^uih\^^ 
\i^xhMFi\t$^'Miz.i&<,^m\:.i^fc.m<DDCiznmBi^mA^^m(Dmwj^i&T^ 
mi^ito M^Mi^x^ -<ii^^—^mAWzLPsxmmL.xh. m.^^mA^^mt.m 
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[0118] (^1^5) 

[0119] (mm) 

^SADCf^^tC^K^Ufc^^d^fce 0. Immunol. Meth. 2002; 153-165)„ 

CD34^^^ii^%5^ai(CD34 >90%)b. MOI 0. 10. lOOT^^^^-frfc^x 
#-UfCo ^rO^lS^RPMI + 10%FCSlc:SCF (50 ng/ml). GM-CSF (500 U/ml)s 
TNF-alpha (50 ng/ml) fr^^U. 3 0 F^^ll^. SCF (50 ng/ml). GM-CSF (500 
U/ml). lL-4 (250 U/ml). TNF-alpha (50ng/ml) ^miJUL-fzj^^'^J^Xmit (^»tO^ 
V^^i>A$r3— 4 0 Vtch<D^^i^i^—<DmPS^X^lZ 0 S iCGFPO^m^^f* 

Ufdo -tOJ^^. il^^^A^^ft65-70%lC^U. ■ftb.<?5-<i5'i5^-^^±lc:GFP<DB 

$^i^Tv^7'iV^tiOi:it-<T?S'l4^k^§:^t-cv^^t5(D^5tp]I^5i$^^/co (iaii*5<tt5i2) 

m^x. mT^^^it^^^mnxm. r^fy^^/^^i^^h^^^mx^^^^^x 

[0120] B. ^A^<^DCmi6<^fPfiIi 

(^^1) 

DCldSeV-GFP^MOI 30-50T'^g^$ii:. 1 0 =^}^LPST-$iJ^(2 0 m)U ^(O^s 
costimulatory molecules<7)|il^t:^ftUfCo =^l^h^—^^tVX . LPSpm(^^. 
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LPStm^-t^M ; CD80 (+) HLA-DR(-) CD83 (-) 
LPSJ;«93tV ^t>(D ; CD86 (+) CCR7 (-) 
LPS V ^t>0 ; CD40 (-) 
(+){tLPS+SeVT'^ m^m(Dh^h ^^"T o ( 13 1 3-1 5) 
[0121] (^1^2) 

MOI 30-CDClc:SeV-GFP%^^(^^^3 B B . ^^^1 0 g tJI. fe^jZ/W— 

Lps-e$ijsit)$-iir. mmitwim(omi^^\^^x. ikf^mmti%:m^i.ti(.i micro-m 

PCV-RED latex-microspheres ^ISffio W^'7:7\t4:X:X-^i^tti:^^<^y:^i^y>}'^^ 

„ mie-17) 

[0122] mm) 

s 7 0 moymmxnhivtc.m'mmMm^mm (modo ^uiza^^i^-vxAsmm ( 

8xl0V2inl/well:p«-7^^^^A(iX-vivol5™+2%g BjiBLfl|+ GM-CSF (500 U/ml)+IL-4 
(250 U/mO). JeJlT(^^0^{4=-T?i§||Ufc_hm*0TNF-alpha. IL-lbeta. IL-6. IL-8 
(DM^Luminex™ systemT-Sy^LfCo SeV<^^^{iMOI 30-^2 0 Fslit^LfCo 
Unstimulatedi^ : :^y'^'^J^(D^(D^ 

Allantoic fluidS¥:SeV(Di^iS?fi^T**>5illPbi?^?^(SeV}i-^*7:eV>)60 ^uc^o-L^^ 

UV-SeV-GFPi$ : SeV-GFP^?^%^^$|^ttU. repUcationBg;t»^l^*bfc^?^60 
micro-L^ADbyc:!^ 

SeV-GFP:SeV-GFP^^Str60 micro-L^^JDLfci^ (replication-competent SeV) 
: replication-competent SeVeCFP^it-fe^^AUfc^JK^JI^CO^z^ 
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TNF-alpha. IL-lbeta. IL-S^M^. IL-8<^M^t:lt:*cUfc(iai8)„ ClO^O. 
BS^±<DCD40. CD80. CD83. CD86. HLA-DRO^^±#}* 
replication-competent SeVOJ^^lCfl^^nfc (121 9*5^:1/^20) o :i<^w2:fi. SeV^^J 

proinflammatoiy cytokine) OltibtlBBSl-J:^0^tr^.^-t-5w^;eiS-t?#5::i:^^^ 
[0123] (^^4) 

lRl#(^^^i¥^^:oV^T. ^tvb<DDCl:3000 rad(0;JrkM^^BS,ttUfc^. T^fflS^O 
fiH^'fktg;^ t-oV ^-C^ftUfcu (dose^^ofcDCi:^^ (CD3*>95%) (^Tn^^SV 
syngenic TJSBJiStS 0 m^i^mVtOo SeV-GFPiZ.Mir^^St^(DmmtVX ^ syngenic 

^;IeEgS[i-ST^Tm$^JS!c^4^i^o-rv^?>:l^:;!)5^$^^fc(ia2l)o ^'.C^s, DCt^iJictt 

[0124] C. ^^J!^#m6«3CTL(??^^ 

AKmm.<D^^X*i:^hMmMiHLA-A 0201O^tSKi-— ) J:*). CDU^mM^^mi^ 
, x-vivo 15™ (Cambrex^t^ + 2% autologous serum^p«-r-f l>AtUT^ GM-CSF 
(500U/ml). IL-4 (250U/inl) (3—4 0 ^A(D;i'f-f^J^^^^) s 

GM-CSF (500U/ml). IL-4 (250U/ml) 0#^Tl^*UfCo 

211 SeV-GFP<D^^ (MOI 30) 

31$ i^^h;3&'00;&i^7^/V (IL-1 13 SOng/ml. IL-6 500ng/ml. IFN- a 2500U/ml 
, TNF-a lOOng/ml. PGE2 20 micro-M) (^J:§$!l^ 

:^3btr^JI&^[Hll|ZUT. MART-l-^TT'^K (EAAGIGILTV (iE^J#-^:9)) ^ 
/^/v;^(50 micro-g/ml;3^F«^)bT. M4^^®liS^^^U^cO^:|^m^A*4ilfQ.<^T 
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mj^%:^if'r^zf-^^^'i^3>^'mf!^ (CD3*>97%) UT. ^:/^fWw;^bfc:_hfB3il 
(Dm^^^t? B r«lit*L/c(X-vivo 15™ + 2%autologous serum) o (3-4 0 fe. fe5 

XTAPXm.^mil^W)^^mVfCo ^(Dmm-ts tap (class l^<Dh'7>':^^-i^—)^^^£ 

^tTb^h. ^•:fi^V^^^^^hmM-r^t^(0^y'^V^^Cl&ss nao&d $i^T. Class 1 
O^m^^^S-^o r<^^— y5/h^^^MART-l'<:7'^K (ELAGIGILTV (iE^J#-i-: 
10)) (±|B(D$iJS!t-T?^fflUfc-<:7'^Kl3:*rUTT*HJiai/i?>^i5^-^iil^{i^i^^^ . 
HLA-A2<D^'g^lr5S>^)/ct><D)^/-?/V;^Lfct)<^> Infialuenza(7)--<:/^K (Flu; third 
party^UT^^^T'^K; GlLGFVFTL(iE^J#-^: ll)) %^V^;^b;^ct>0^f^j^U. Or 
■C>^Jia%7^/V-U. ±SB3P<^:3^:73.^^— TJNBJiai::i<?52®SOtarget^20:l. 10:1, 
5:1.2.5:1 'C4V^m^^^^L.XCTlM\^^m^tCo 



:^VaL^^'-mf^ ^—'iryhm^ igOi/^^/V 

2m(D=c-y=,L^^—Vm^ ^^MART1^:/^K + T2m ^^OHH:^ 
SSlOoirZnziS'iS^— T^JIS ^^MARTl^T^^K + T2^l!a ^Hc^Hi^H:^ 



; ±fa3a¥(^DC-Cl§mb^UTV ^;5^V ^DC (MARTl-<y^K+ ) TT*|Blfe%fll^ 
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vxsev^^mirtiii^ mm^m'^'<omAtthKmi^^tf>m^^^(ox\ ^^vti^ 
[0125] D. ^mmm.'&.^^v:^^^^^ikm^(omxi^^ 

-e^ftLfCo mm^'T/Vt\^X^ MHC Class I^#^^;I^£V^^'-</^-C'b^^m•^t-f ^ 

C57BL/6-^!>;^ (6— 8a#. ( 0 V^<—) ^ffiV ^, ^^^^^JlSfi 

C57BL/6-^'j7;;?:(8aiSfr, ( 0;1c^-Y-/VX.y/<— ) J:0^«lbfCo ^^^I^J^llSfi. 
C57BL/6 •^^:^(D±m^^^'WM^Wm.V. SpinSep™, murine hematopoetic 
progenitor enrichmentcocktail (^CD5^#:, ^CDASR^W-, ^iCDllb^ft^, ^Gr-1 
^f*:,^ER119^^, feT:7/4^#:. StemCeU technology) ^^fflb. T ceU ^^*Lfc ( 
m> IL-4*5j;U5GM-CSF?r^*0LljiFBl^^UT#fe„ 1 x lOVlOO micro-L OB167« 
^^SS^day OtC-x'-^/j^^coM^^T (s.c.) ^aU/c„ Day 10. 17. i3j;U524[C. 

mmmwi%:MK.^£\^^m^mm. Lpsxmm^t^'^fcm^mm (lps do. fc^v^ 

>fk^iirfc;^it^^llS (^tL^;^tSeV GFP DC^fcfiSeV IFN iS DC) ^ffiJ^J^HtCl^-^ 
bfco ;i<D^t. It^^S&t-JiljK^i^CBieOfreeze and thaw{;iJ;§ffi5K7'l'ir— h)^ 

yvi-p^vxi>^^i^^-r^mmhn^tco :ifiht\tm^. M?^a^io0 @ (day lo) 

JCSeV-IFN jS trU:^. M^^^A (intratumoral injection) VX^MM^^^m^^ 
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tumor lysate= 1 : 3) IS^^^ig^Lfci^. SeV-IFN $ trMOI 40T-^^$*. 8^m 
[0126] ia23lC;^-r iplC. SeV-IFN jS (DiH^Mj^F^aA-Cft. i^A^2®rB^f4ia5^Jtm 

[0127] ±ISO#f&?^l¥(::*5(tS^tt5K^II:5rJ;DI¥JailJ:^ff*bfc„ -T^^y/i-^v- 

(NK) j^liS^Sti^rTiyfe^-rSfcfetJ:, ±IB(^#f^iEi¥f-oVNT. SliKDDC^jfeJ^T 

ir^tcib. ±t&<DNKmmm&.T-y^-{\z.m.m\^timf^m^(Dm^%:m^^x. bis© 
r::-e. m±tkmm% triton x tmz^>^=^^—hL.tii^—'^fyhms^. s^i&m 

[0128] -^^aL7/i-=¥7- (NK) iBJ5S<^«ti>fbfi. ii:^-<^i5^-^aAU:fc-^!>;^tc:<D;^^^ 

btL. 1»:yt^Jlas-^p-e^t^m$t^^.c^^fc(la24)o ^ttfc^ruT. ms^mmm]) 

>'/<^ (cytotoxic T-lymphocytes, CTL) (D^mtit. DC/LPS^m^iSXn 
DC/SeV-IFN jS Xiii:mL-ti^^y^XM:h^1^<. DC/SeV-GFP^SS¥Tit^iXct«9t>^ 
^^<. SeV-IFN iS(Z)Eg!i*Ai^-e«:^m$il/«C^>orc(ll!25)„ mmv-^^-hCO 
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[8] T^'r^mRNA^^/l-^^^^—f)^^<7^^y^'</V:^^^'$'—X$>^. fS^35i^fc 

[10] 3^Jia:d5l:h^JlST*fcS. ft ^^l*fc(i2{C|Emo:^&o 

[11] fS^:«l36>blOOVN-f ttd^(-IE«0:^ife{cj:!9M5t$ttfc. ^^^^-^^^-T^ 



[12] fife^^it^^ffliaTfe^.ft^^lll-iSmojNBJiao 

[13] it*:i®ll»C|S^©^»:|^m^M5K§l5&tcS-%-i-5X@^tf . K5^it5S?r«]^J 
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